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V Miedzynarodowa Konferencja

,»Kompleksowa terapia dyskrazji plazmocytowych w 2016 roku”

[5.00—15.10 dr Artur Jurczyszyn, prof. Aleksander B. Skotnicki,
Katedra i Klinika Hematologii Collegium Medicum Uniwersytetu Jagiellonskiego
Odczyn opadania krwinek czerwonych (OB) — odkrycie polskiego lekarza Edmunda

Biernackiego w | 50-lecie urodzin

I5.10-15.15 Krzysztof Landa, Podsekretarz Stanu w Ministerstwie Zdrowia
Przywitanie uczestnikéw konferencji

|5.15—15.45 prof. Heinz Ludwig,
Wilhelminen Cancer Research Institute c/o | Department of Medicine Center for
Oncology, Haematology and Palliative Care Wilhelminenspital, Wieden, Austria
Supportive care and maintenance therapy of multiple myeloma in 2016

16.00—16.30 prof. David Vesole,
John Theurer Cancer Center, Hackensack University Medical Center, NY; USA
Therapy of new diagnosed multiple myeloma in 2016

16.45—17.15 prof. Jo Caers,
Department of Hematology, University Hospital of Liege, Liege, Belgia
Managing and therapy of relapsing/refractory multiple myeloma in 2016

(przerwa kawowa do 17.45)

|7.45—18.00 prof. Jorge ). Castillo,
Dana-Farber Cancer Institute, Harvard Medical School, Boston, USA
How [ treat Waldenstrém’s Macroglobulinemia in 2016

18.15—18.45 prof. Saad Usmani,
Department of Hematologic Oncology, Blood Disorders and Bone Marrow Transplantation,
Levine Cancer Institute, Carolinas Health Care System, Charlotte, NC, USA
Managing and therapy of amyloidosis and POEMS syndrome in 2016

19.30-21.30 Zwiedzanie Galerii Sztuki Polskiej XIX wieku w Sukiennicach
Prowadzenie: prof. A.B. Skotnicki, Krakow
Udziat w Konferencji jest BEZPLATNY

Organizatorzy: Fundacja Centrum Leczenia Szpiczaka, Klinika Hematologii Szpitala
Uniwersyteckiego w Krakowie

Sponsorzy: Alvogen Poland Sp. z 0.0., Amgen Biotechnologia Sp. z 0.0., Janssen-Cilag Sp. z 0.0.,
Celgene Sp. z 0.0., Baxalta Poland Sp. z 0.0., Takeda Polska Sp. z 0.0., CSL Behring Sp. z 0.0.,
Biokom Baka Olszewski Sp. j., Sanofi-Aventis Sp. z 0.0.
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5t International Conference

“Complex treatment of plasma cell dyscrasia in 2016”

[5.00—15.10 dr Artur Jurczyszyn, prof. Aleksander B. Skotnicki,
Department of Hematology, Jagiellonian University Medical College, Cracow
Biernacki’s reaction (ESR, in Polish: OB) — Polish physician Edmund Biernacki's doscaver in the
I 50" birth anniversary

I5.10-15.15 Krzysztof Landa, Undersecretary of State at the Ministry of Health of RP
Opening of the Conference

|5.15—15.45 prof. Heinz Ludwig,
Wilhelminen Cancer Research Institute c/o | Department of Medicine Center for Onco-
logy, Haematology and Palliative Care Wilhelminenspital, Vienna, Austria
Supportive care and maintenance therapy of multiple myeloma in 2016

16.00—16.30 prof. David Vesole,
John Theurer Cancer Center, Hackensack University Medical Center, NY; USA
Therapy of new diagnosed multiple myeloma in 2016

16.45—17.15 prof. Jo Caers,
Department of Hematology, University Hospital of Liege, Liege, Belgium
Managing and therapy of relapsing/refractory multiple myeloma in 2016

(Coffee Break until 17.45)

|7.45-18.00 prof. Jorge ]. Castillo, Dana-Farber Cancer Institute, Harvard Medical
School, Boston, USA
How [ treat Waldenstrém’s Macroglobulinemia in 2016

18.15—18.45 prof. Saad Usmani, Department of Hematologic Oncology, Blood Disor-
ders and Bone Marrow Transplantation, Levine Cancer Institute, Carolinas Health Care
System, Charlotte, NC, USA
Managing and therapy of amyloidosis and POEMS syndrome in 2016

19.30-21.30 Tour of The Gallery of |9"-Century Polish Art, The Sukiennice (The Cloth Hall)
Chairman: prof. A.B. Skotnicki, Krakow
Participation in the Conference is FREE OF CHARGE

Organizers: The Myeloma Treatment Foundation, Department of Hematology of
the Cracow University Hospital

Sponsors: Alvogen Poland Sp. z 0.0., Amgen Biotechnologia Sp. z o.0., Janssen-Cilag Sp. z o0.0.,
Celgene Sp. z 0.0., Baxalta Poland Sp. z 0.0., Takeda Polska Sp. z 0.0., CSL Behring Sp. z 0.0.,
Biokom Baka Olszewski Sp. j., Sanofi-Aventis Sp. z 0.0.

Partnerzy medialni:

CSL Behring EBIOKOM saNOFIGENZYMVE D | www.KRAKOW.PL @s-mmmo
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V Miedzynarodowa Konferencja

,»Kompleksowa terapia dyskrazji plazmocytowych w 2016 roku”

V Miedzynarodowa Konferencja ,,Kompleksowa terapia dyskrazji plazmocytowych
w 2016 roku” jest wyjatkowym spotkaniem naukowym organizowanym w Krakowie przez
Fundacje Centrum Leczenia Szpiczaka oraz Katedre Hematologii Uniwersytetu Jagiellonskiego.
Program konferencji dotyczy interdyscyplinarnej i wielospecjalistycznej opieki nad chorymi na
szpiczaka plazmocytowego, chorobe Waldenstréma oraz amyloidoze.

Kompleksowa terapia stwarza pacjentom szanse wysokiej skutecznosci leczenia i poprawy
jakosci zycia w dobrym komforcie. W 2015 roku zarejestrowano na $wiecie 4 nowoczesne
specyfiki w terapii szpiczaka. Obecnie dzieki nowym lekom jest mozliwa optymalizacja leczenia
oraz znaczne przedtuzenie zycia.

W tym roku zaproszenie do Matopolski przyjeli znani eksperci z Austrii, Belgii i Stanéw
Zjednoczonych, co dowodzi braku granic dla medycyny oraz wzajemnej stymulacji intelektual-
nej ponad réznicami kulturowymi i narodowosciowymi. Cieszymy sie, ze mozemy gosci¢ wy-
bitnych naukowcdw w Krakowie, miejscu najstarszego polskiego osrodka hematologicznego
oraz najstarszego uniwersytetu, ktéry niedawno obchodzit jubileusz 650-lecia istnienia. W tym
roku mija 150. rocznica powstania Towarzystwa Lekarskiego Krakowskiego, jak réwniez
[ 50. rocznica urodzin wybitnego polskiego lekarza i naukowca Edmunda Biernackiego, ktéry
w 1897 roku opublikowat jako pierwszy na swiecie oryginalne obserwacje nad znaczeniem
diagnostycznym wartosci opadania erytrocytéw w réznych stanach chorobowych. Test ten
(erythrocyte sedimentation rate, odczyn Biernackiego) jest nieswoistym badaniem laborato-
ryjnym stosowanym do dzisiaj w praktyce klinicznej i majacym specjalne znacznie u chorych
na szpiczaka. Obie te rownie wazne rocznice podnosza range naszego spotkania.

Mamy nadzieje, ze liczni goscie beda mogli zasmakowad w pieknie historycznej stolicy Polski
oraz zwiedzi¢ miejsce wyjatkowe, jakim jest Galeria Narodowa w Sukiennicach.

Dziekujemy firmom: Alvogen Poland Sp. z 0.0., Amgen Biotechnologia Sp. z 0.0., Janssen-
Cilag Sp. z 0.0., Celgene Sp. z 0.0., Baxalta Poland Sp. z o.0., Takeda Polska Sp. z 0.0. oraz
CSL Behring Sp. z 0.0., Biokom Baka Olszewski Sp. j. i Sanofi-Aventis Sp. z 0.0. za pomoc
W zorganizowaniu naszej miedzynarodowej konferencji. Mamy nadzieje, iz to spotkanie przy-
czyni sie do rozwoju nowoczesnego leczenia dyskrazji plazmocytowych w Polsce. Wysoki
Patronat nad nasza konferencja wybitnych postaci: Metropolity Krakowskiego Kardynata
Stanistawa Dziwisza, Rektora Uniwersytetu Jagiellonskiego prof. Wojciecha Nowaka,
Wojewody Matopolskiego Jézefa Pilcha, Marszatka Wojewddztwa Matopolskiego Jacka Krupy,
Prezydenta Miasta Krakowa prof. Jacka Majchrowskiego, Prezesa Okregowej Izby Lekarskiej
w Krakowie prof. Andrzeja Matyi oraz Konsultanta Krajowego w Dziedzinie Hematologii prof.
Dariusza Wotowca daje nam, lekarzom, poczucie, iz nie jesteSmy sami w codziennej walce
o zdrowie i zycie powierzonych naszej opiece pacjentow.

Obecnos¢ w Krakowie Podsekretarza Stanu Pana dra Krzysztofa tandy z Ministerstwa
Zdrowia RP pozwala mie¢ nadzieje na dalsza optymalizacje opieki nad chorymi na dyskrazje
plazmocytowe i wspdlne dziatanie dla dobra pacjentdw w Polsce.

Dr med. Artur Jurczyszyn
Prof. dr hab. med. Aleksander B. Skotnicki



5t International Conference

“Complex treatment of plasma cell dyscrasia in 2016”

The 5" International Conference “Complex treatment of plasma cell dyscrasia in
2016 is a unique scientific meeting organized in Cracow by The Myeloma Treatment Center
Fund and the Department of Hematology, Jagiellonian University. Program of the Conference
focuses on interdisciplinary and multimodal therapy of patients with multiple myeloma,
Waldenstrém's disease and amyloidosis.

Complex treatment raises chances for better therapeutic outcomes and quality of life im-
provement. Four modern anti-myeloma therapies have been authorized worldwide in 2015.
The availability of novel drugs resulted in optimization of treatment and marked improvement
of survivals.

This year, invitation to Matopolska has been accepted by outstanding specialists from Austria,
Belgium and United States, which confirms that medicine knows no borders and that mutual
intellectual and professional stimulation is above any cultural or national differences. We are
delighted to host such widely recognized researchers in Cracow, the location of the oldest
hematological center in Poland and the oldest University which quite recently celebrated its
650™ anniversary. This year marks the 150" Jubilee of the Cracow Medical Society, as well as
the 150" birth anniversary of an outstanding Polish physician and researcher Edmund Biernacki,
who as the first one published original observations on the diagnostic value of erythrocyte
sedimentation rate in various pathological conditions in 1897. This non-specific laboratory
test is still used in clinical practice and is particularly important in the case of multiple myeloma
patients. These two equally important anniversaries also raise the significance of our meeting.

We hope that our numerous Guests will have an opportunity to enjoy the beauty of the
historical capital of Poland and to visit a unique site, the Cloth Hall National Gallery.

We would like to thank Alvogen Poland Sp. z o0.0., Amgen Biotechnologia Sp. z o.0.,
Janssen-Cilag Sp. z 0.0., Celgene Sp. z 0.0., Baxalta Poland Sp. z 0.0., Takeda Polska Sp.
z 0.0., CSL Behring Sp. z 0.0., Biokom Baka Olszewski Sp. j. and Sanofi-Aventis Sp. z 0.0.
for supporting us in organization of this International Conference. We hope that this meeting
will contribute to the development of modern treatment of plasma cell dyscrasia in Poland.
Honorary Patronage from distinguished persons: Archbishop of Cracow, Cardinal Stanistaw
Dziwisz, Rector of the Jagiellonian University, prof. Wojciech Nowak, Governor of Matopolska
Province Jozef Pilch, Marshal of Matopolska Region, Jacek Krupa, President of Cracow, prof.
Jacek Majchrowski, President of Regional Medical Chamber in Cracow, prof. Andrzej Matyja,
and National Consultant in the Field of Hematology, prof. Dariusz Wotowiec, gives us, phy-
sicians, the feeling that we are not alone during our everyday struggle for health and life of
our patients.

Presence of Dr. Krzysztof tanda, Undersecretary of State at the Ministry of Health of
Republic of Poland raises hopes for further optimization of care offered to individuals with
plasma cell dyscrasia, and for undertaking joint activities towards the welfare of Polish patients.

Artur Jurczyszyn, M.D., Ph.D.
Prof. Aleksander B. Skotnicki, M.D., Ph.D.



V Miedzynarodowa Konferencja

,»Kompleksowa terapia dyskrazji plazmocytowych w 2016 roku”

W tym roku przypada okragfa rocznica | 50-lecia urodzin polskiego lekarza Edmunda Faustyna
Biernackiego, ktéry przyszedt na $wiat |9 grudnia 1866 roku w Opocznie, zmart zas w wieku
zaledwie 45 lat 29 grudnia |91 | roku we Lwowie. Profesor Edmund Biernacki byt czotowym
przedstawicielem tzw. polskiej szkoty filozofii medycyny.

Studiowat medycyne na Uniwersytecie Warszawskim, gdzie w 1889 roku uzyskat dyplom.
W 1902 roku przeprowadzit sie do Lwowa, gdzie w 1908 roku zostat profesorem nadzwy-
czajnym Uniwersytetu Lwowskiego. Edmund Biernacki wydat pierwszy polski podrecznik
hematologii, zatytutowany Zarys patologii krwi (1906), a takze publikacje z zakresu filozofii
medycyny: Istota i granice wiedzy lekarskiej (1899) i Co to jest choroba (1905). Jest ponadto
autorem 98 prac naukowych wydanych po polsku, niemiecku i rosyjsku.

Profesor Biernacki jako pierwszy zaobserwowat zwigzek miedzy predkoscia opadania
krwinek w osoczu a ogdlnym stanem organizmu (objaw sedymentacji krwinek czerwonych).
Swoje odkrycie opublikowat w 1897 roku. Test na opad krwi, zwany odczynem Biernackiego
(OB), jest jednym z najstarszych badan laboratoryjnych nadal uzywanych. Wartosci powyze;
normy moga wskazywac na stan zapalny, ewentualnie proces nowotworowy lub inne zabu-
rzenia czynnosci organizmu — w takiej sytuacji niezbedna jest dalsza diagnostyka. Najwyzszy,
3-cyfrowy wynik OB wystepuje u chorych na szpiczaka plazmocytowego, u ktérych jest
réwniez zauwazalna charakterystyczna, mata amplituda wynikow, np. 150/140 odpowiednio
po godzinie i dwdch.

Niestety fakty dotyczace odkrycia Biernackiego przez dtugi czas byty nieznane w pismien-
nictwie anglojezycznym. W 150. rocznice urodzin Edmunda Biernackiego warto przypomniec
jego osiagniecia zardwno jako internisty, naukowca eksperymentatora, filozofa medycyny, jak
i twércy metody oznaczania sedymentacji krwinek czerwonych. Gréb profesora Edmunda
Biernackiego znajduje sie na Cmentarzu tyczakowskim we Lwowie i obecnie trwajg prace nad
odnowieniem grobowca z inicjatywy Polskiego Towarzystwa Hemoreologii i Mikrokrazenia.

Krakéw, lipiec 2016 roku
Dr med. Artur Jurczyszyn
Prof. dr hab. med. Aleksander B. Skotnicki



5t International Conference

“Complex treatment of plasma cell dyscrasia in 2016”

This year marks a round, 150" birth anniversary of Polish physician, Edmund Faustyn Biernacki,
who was born in Opoczno on December 19", 1866 and died prematurely in Lviv on
December 29", 1911 at the age of only 45 years. Professor Edmund Biernacki was a leading
representative of the so-called Polish school in the philosophy of medicine.

Edmund Biernacki studied medicine at the University of Warsaw, where he graduated in
1889. In 1902, he moved to Lviv to be appointed associate professor at the Lviv University
in 1908. He published the first Polish textbook of hematology, entitled Zarys patologii krwi [An
outline of blood pathology] (1906), as well as two papers on the philosophy of medicine: Istota
i granice wiedzy lekarskiej [The essence and boarders of medical knowledge] (1899) and Co to
jest choroba [What is disease] (1905). Moreover, he authored 98 research papers published
in Polish, German and Russian.

Professor Biernacki was the first one to note an association between erythrocyte sedi-
mentation rate and general condition of the organism (erythrocyte sedimentation sign). He
published his findings in 1897. Erythrocyte sedimentation rate (ESR), also referred to as
Biernacki’s reaction (in Polish: odczyn Biernackiego, OB), is one of the oldest laboratory tests
that are still in use. Its abnormally high values are suggestive of inflammation, but may also
point to presence of a neoplastic process or other functional disorder, and as such require
further evaluation. The highest, three-digit erythrocyte sedimentation rates are observed in
multiple myeloma patients who are also characterized by a low amplitude of the ESR, e.g.
1 50/140 after one and two hours, respectively.

Unfortunately, Biernacki’s discovery had long remained unknown to English-speaking
readers. The 150" birth anniversary of Edmund Biernacki is a good opportunity to remind his
achievements as a specialist in internal medicine, researcher and experimenter, philosopher of
medicine, and author of erythrocyte sedimentation rate test. Edmund Biernacki was buried at
the tyczakowski Cemetery at Lviv, and his tomb is currently under renovation on the initiative
of Polish Society of Hemorrheology and Microcirculation.

Cracow, July 2016
Artur Jurczyszyn, M.D., Ph.D.
Prof. Aleksander B. Skotnicki, M.D., Ph.D.



V Miedzynarodowa Konferencja

,»Kompleksowa terapia dyskrazji plazmocytowych w 2016 roku”

Honorowy Patronat
Arcybiskup Metropolita Krakowski

Kardynat Stanistaw Dziwisz s

Sanista -_%ﬁingz[@iﬂmmﬂ’-
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Krakéw, 6 kwietnia 2016 1.

Szanowny Panie Prezesie,

Obejmuj¢ honorowym patronatem V Jubileuszowa Miedzynarodowa
Konferencje pt. ,Kompleksowa terapia dyskrazji plazmocytowych w 2016 roku”.

Dziele radoé¢ Organizatoréw z faktu, Ze organizowana Konferencja na stale
wpisala si¢ w kalendarz wydarzeni naukowych w Krakowie i gromadzi wybitnych
specjalistow w dziedzinie dyskrazji plazmocytowych.

Dzigkuje za zaangazowanie i wsparcie w organizacji Swiatowych Dni
Miodziezy w Krakowie.

Serdecznie pozdrawiam i zycze Bozego blogostawieristwa

w przygotowaniach i przebiegu Konferencji.

easin8 (canmod. Lhdluah
Stanistarw kard. Dziwisz
Metropolita Krakowski

Szanowny Pan Prezes

Dr n. med. Artur Jurczyszyn

Fundacja Centrum Leczenia Szpiczaka
ul. Ignacego bukaszewicza 1

31 - 429 Krakow




5t International Conference

“Complex treatment of plasma cell dyscrasia in 2016”

Honorowy Patronat
Rektor Uniwersytetu Jagiellonskiego 4
Prof. dr hab. med. Wojciech Nowak ~ puwissii

W KRAKOWIE

ety

REKTOR
UNIWERSYTETU JAGIELLONSKIEGO
W KRAKOWIE

Krakow, 12 kwietnia 2016 r.
11.067.63.2016

Szanowny Pan
dr n, med. Artur Jurczyszyn
Prezes Fundacji Centrum Leczenia Szpiczaka

Szanowny Panie Prezesie,

wyrazam zgode na objecie Honorowym Patronatem Rektora Untwersytetu
Jagiellonskiego  Jubileuszowej 'V Miedzynarodowej Konferencji  pt.
"Kompleksowa terapia dyskrazji plazmocytowych w 2016 r.", ktora odbedzic si¢
w dniu 3 wrze$nia 2016 r. w Krakowie.

Z wyrazami szacunk
¥ & IDI\'S/ cunku

)

Prof. dr hab. med. Wojciech Nowak

PL31-007 Krakdw, ul. Golebia 24, tel. +48(12) 663 11 43, +48(12] 663 11 70,
+48012) 663 14 69, +48(12) 663 14 79, +48(12) 422 66 B9, fax +48(12) 422 32 29, +48(12) 42263 06
rektor@Euj.edu.pl




V Miedzynarodowa Konferencja

,»Kompleksowa terapia dyskrazji plazmocytowych w 2016 roku”

Honorowy Patronat
Wojewoda Matopolski
Jozef Pilch

MALDROLSKE VRIAS WONEWCOLEE

WOJEWODA MALOPOLSKI

OBEJMUJE
HONOROWY PATRONAT
NAD
JUBILEUSZOWA V MIEDZYNARODOWA KONFERENCJA
,,KOMPLEKSOWA TERAPIA DYSKRAZJI '
PLAZMOCYTOWYCH W 2016 R.
(3 wrzesnia 2016 r., Krakéw)

ORGANIZOWANA PRZEZ
FUNDACJE CENTRUM LECZENIA SZPICZAKA

WOJEWOPA MALOPOLSKI
v

/ [
/

|II P
JOZEF PILCH

Krakdw, 17 maja 2016 1.

Org Y E =Wl bowiazani s3 do umieszczenia logo Wojewody Matopolskiego
w materiatach informacyjnych oraz przestania relag)l fotograficzne z realizaci p acia,
Dodatkowe informacje moina uzyskad w biurze prasowym
{tel.: 12 392 1114, e-malk: patronaty@muw.pl)
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“Complex treatment of plasma cell dyscrasia in 2016”

Honorowy Patronat
Marszatek Wojewddztwa Matopolskiego KRAKOW REGION

Jacek Krupa - MALOPOLSKA

Krakow, 7 kwietnia 2016 r.
KZ-1.004.266.2016

URZAD MARSZALKOWSKI
WOIEWODZTWA MALOPOLSKIEGO

Seanowny Pan

dr n. med. Artur Jurczyszyn

Prezes

Fundacji Centrum Leczenia Szpiczaka

i ) e
AW Toue Harenie (
(

serdecznie dzigkujg za propozycj¢ objgcia honorowym patronatem Marszatka
Wojewddziwa Malopolskiego Jubileuszowej V Migdsynarodowe] Konferencji . Kompleksowa
terapia dyskrazfi plazmocytowych w 2016 roku”, organizowanej przez Fundacje Centrum
Leczenia Szpiczaka w Krakowie,

Mam przyjemnoéé poinformowaé, ze Pan Marszalek preyjmuje preedstawiong
propozycje i deklaruje udzielenie honorowego patronatu przygotowywanej inicjatywic.
Pomystodawecom i organizatorom zycze powodzenia w realizacji wszystkich zaplanowanych
dzialan zwiazanych 2z przygotowaniem i przeprowadzeniem tego przedsigwzigeia.
Uczesinikom #ycze owoenych obrad, a zagranicznym Gosciom - wybitnym Ekspertom,
przyjemnego pobytu w Krakowie i mitych wspomnien z Malopolski.

Uprzejmie prosze o zamieszczenie w przygotowywanych materialach (zaproszeniach,
folderach informacyjnych, ulotkach, plakatach itp.):

1. tekstu: ,Patronat Honorowy: Jacek Krupa - Marszatek WojewGdziwa Matopolskiego™,
2. nowego logotypu wojewoddziwa, dosigpnego na stronie internetowej Urzedu

Marszatkowskiego Wojewddztwa Matopolskiego www.malopolskie.pl.

Przed terminem rozpoczecia inicjatywy bardzo prosz¢ o przestanic wersji elektronicznej
ww. materialow do akceptacji na adres: patronaty @malopolska. mw.gov.pl.

Z \? s ALY

ul, Basztowa 22
Ji1-156 Krakow
aclres do kovespondencii: wl, Raclawioka 56, 30-017 Krakéw Wb




V Miedzynarodowa Konferencja

,»Kompleksowa terapia dyskrazji plazmocytowych w 2016 roku”

Honorowy Patronat ’ K'R A..
Prezydent Miasta Krakowa .KOW:

Prof. dr hab. Jacek Majchrowski Sxm

krakow.pl

PREZYDENT MIASTA KRAKOWA

JACEK MAJCHROWSKI

KP-03.0054,204.2016

Pan

Ir n. med. Artur Jurczyszyn

Prezes

Fundacji Centrum Leczenia Szpiczaka

A | \a P

Odpowiadajgc na prosbe Pana Prezesa, uprzejmie informuje, iz wradycyjnie
z przyjemnoiciy  obejme  honorowym patronatem  Jubileuszowg V  Miedzynarodowg
Konferencje pt.  Kompleksowa terapia dyskrazji plazmocytowych w 2016 roku”

7 zainteresowaniem przyjalem informacje o jubileuszowej edycji wydarzenia, Cieszg
sig, ze konterencja na stale juz wpisala sie w kalendarz imprez naukowych w naszym
mieicie. Rad jestem, ze do Krakowa ponownie przybeda wybitni przedstawiciele dwiata
medycyny, ktorzy podejma tak istotne zagadnienia. Mam nadzieje, ze zaplanowane
wyktady i debaty uplyna w pogodnej atmosferze i przyniosg wymierme efekty.

Na rece Pana Prezesa sktadam serdeczne zyczenia pomysinosci dla wszystkich osob
zaangazowanych w przygotowania do przedsigwzigcia.

Krakow, kwiecien 2016 r.
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“Complex treatment of plasma cell dyscrasia in 2016”

Honorowy Patronat
Prezes Okregowej Rady Lekarskiej w Krakowie
Prof. dr hab. med. Andrzej Matyja

Okregowa Rada Lekarska w Krakowie

ul. Krupnicza 11 &, 31-123 Krakow

1el 126191720 » fax 126191730 « em

ro@oilkrakow.org.pl

Krakow, dnia 15 czerwea 2016 roku

L.dz.OIL-111/77/2016

Pan

Dr med. Artur Jurczyszyn

Prezes

Fundacji Centrum Leczenia Szpiczaka

Szanowny Panie Doktorze!

bardzo dzickuje za zaproszenie do objecia honorowym patronatem V
Miedzynarodowej Konferencji pt. .,Kompleksowa terapia dyskrazji plazmocytowych w 2016
roku™.

7. zaszezytem przyjmuj¢ ¢ propozycje.

Gratulujge jednoczesnie Panu Doktorowi organizacji piatej juz migdzynarodowej
Konferencji w Krakowie. Jak widaé w programie, przedsigwzigcie to na stale zagoscilo w
terminarzach wysokiej klasy specjalistow.

Zyeze wszystkim Panstwu, zaproszonym gosciom, uczestnikom oraz organizatorom
udanych, owocnych obrad.

Z wyrazami szacunku

Prezes
Okrggowej Rady Lekarskiej
4 w Krakowje

l‘ '] - g -
e

Prof. dr hab. med. Alléf}qi ;\I/Iatyja

Konto: Bank PEKAL

Delegatury: Krosno -
Nowy Sqct-ul Ko
Preemys] - Rynck




V Miedzynarodowa Konferencja

,»Kompleksowa terapia dyskrazji plazmocytowych w 2016 roku”

Honorowy Patronat
Konsultant krajowy w dziedzinie hematologii
Prof. dr hab. Dariusz Wotowiec

Konsultant krajowy w dziedzinie hematologii
Prof. dr hab. Dariusz Wolowiec
Katedra i Klinika Hematologii, Nowotworéw Krwi i Transplantacji Szpiku
Uniwersytetu Medycznego im. Piastow Slaskich
ul. Pasteura 4, 50-367 Wroclaw
Tel. 71.784.25.76, fax: 71.327.09.63

Wroctaw. dnia 21.4.2016

Pan

Dr Artur Jurczyszyn

Prezes Fundaeji Centrum Leczenia Szpiczaka
ul. Ignacego Lukasiewicza 1

31-429 Krakiw

cronin feae Bolbori,

Pragn¢ serdecznie Panu podzigkowaé za zaproszenie do udzialu w V. Miedzynarodowe)
Konferencji pt. ..Kompleksowa terapia dyskrazji plazmocytowych w 2016 roku”. Gratulujge
Panu tej cennej inicjatywy naukowej, propagujacej wiedzg na temat szpiczaka mnogiego i
integrujgeej srodowiska lekarskie i pacjenckie, z duza przyjemnoseia podejmujg sig objgcia
patronatem honorowym tej konferencji.
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| wish all the best for the V International Conference on plasma cell dyscrasias.

| don't really know what to say to prospective attendees, but | could say that Professor Vesole
is a well-known and experienced hematologist concerning chemotherapy and stem cell
transplant of patients with multiple myeloma. Professor Ludwig is very well known, espe-
cially in Europe, and will give an excellent talk on supportive care and maintenance therapy
of multiple myeloma. He, too, is very well known and is an excellent speaker. He is well
worth listening to. Dr. Castillo is the young associate of Dr. Steven Treon and has a lot of
experience with treatment of Waldenstrom's Macroglobulinemia. | am sure that he will give
an excellent presentation. Dr. Usmani is a very accomplished young physician in the field of
multiple myeloma. He speaks well and is very knowledgeable about the subject. | do not
know Dr. Caers, but | am sure that he is very experienced in managing relapsed/refractory
multiple myeloma.

Sincerely
Robert KYLE, M.D.

Consultant | Division of Hematology | College of Medicine |Mayo Distinguished Clinician |
Mayo Clinic | 200 First Street SW | Rochester, MN 55905 | mayocdlinic.org | Hematology
Call Center 507-284-5096
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Dr med. Artur Jurczyszyn

Od 1996 roku pracownik kliniczny Oddziatu Klinicznego Hematologii Szpitala Uniwersyteckiego
w Krakowie i od 2014 roku adiunkt w Katedrze Hematologii U] CM. Specjalista Il stopnia z za-
kresu chordb wewnetrznych oraz w dziedzinie hematologii. Czfonek Polskiego Towarzystwa
Hematologdw i Transfuzjologdw (PTHIT), Towarzystwa Lekarskiego Krakowskiego (TLK),
Miedzynarodowej Grupy Roboczej ds. Szpiczaka (IMWG), Europejskiego Towarzystwa
Hematologicznego (EHA) i Amerykanskiego Towarzystwa Hematologicznego (ASH). Od | |
lat aktywnie dziafa w Polskiej Grupie Szpiczakowej PTHIT, obecnie jest cztonkiem zarzadu.
Wspdizalozyciel i prezes dziatajacej od 2008 roku Fundacji Centrum Leczenia Szpiczaka
w Krakowie (organizacja pozytku publicznego).

Gtéwny badacz w wielu migdzynarodowych wieloosrodkowych prébach klinicznych
(Castor, Arrow, Stratus, Clarion, Optymismm, Endeavor, Tabalumab) majgcych na celu po-
prawe wynikdw leczenia chorych na szpiczaka plazmocytowego. Autor 107 pefnotekstowych
prac naukowych (faczny IF 160), kilkudziesieciu doniesier zjazdowych oraz pieciu monografii
ksigzkowych z zakresu klinicznej hematologii. W 2015 roku wyrdzniony zfotym medalem
650-lecia Uniwersytetu Jagiellonskiego za prace lekarska i naukowa.

Uznany w Swiecie autorytet w dziedzinie diagnostyki oraz leczenia szpiczaka plazmocyto-
wego, zainteresowany nowymi sposobami terapii zmierzajagcymi do catkowitego pokonania
choroby.
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Prof. dr hab. med. Aleksander B. Skotnicki

Uczen i nastepca profesora Juliana Aleksandrowicza. Od 1972 r. pracownik naukowy i kliniczny
Akademii Medycznej w Krakowie, a nastepnie Wydziatu Lekarskiego U]. Profesor zwyczajny
UJ, specjalista Il stopnia z zakresu choréb wewnetrznych oraz hematologii i transplantologii
klinicznej. Od 1993 r. kierownik Katedry Hematologii Collegium Medicum oraz ordynator
Kliniki Hematologii Szpitala Uniwersyteckiego w Krakowie. Gteboko zaangazowany w rozwdj
Kliniki, nadat jej nowoczesny ksztaft i wysoki poziom diagnostyczno-terapeutyczny. Stworzyt
w Krakowie Osrodek Transplantacji Szpiku, spetniajacy europejskie standardy, o nowoczesnym
wyposazeniu diagnostycznym (do 2013 r. wykonano w nim przeszto 800 transplantagji auto-
i alogenicznych u chorych z proliferacyjnymi chorobami szpiku lub jego aplazjg). Odbyt liczne
staze i stypendia zagraniczne, prowadzit wyktady na zaproszenie wielu zagranicznych uczelni.

Jest cztonkiem Polskiego Towarzystwa Hematologéw i Transfuzjologéw, Polskiego
Towarzystwa Lekarskiego, Towarzystwa Lekarskiego Krakowskiego, Polskiego Towarzystwa
Immunologicznego, Europejskiego Towarzystwa Hematologicznego (EHA) oraz
Amerykanskiego Towarzystwa Hematologicznego (ASH).

Wspétzatozyciel i prezes dziafajacej od 1993 r. Fundagji Profilaktyki i Leczenia Chordb
Krwi im. prof. Juliana Aleksandrowicza, wiceprezes Stowarzyszenia Wspierania Onkologii
,2Unicorn” i Fundacji dla Wydziatu Lekarskiego CM UJ. W latach 1999-2002 prodziekan
Wydziatu Lekarskiego Uniwersytetu Jagiellonskiego. Konsultant regionalny, a potem woje-
wodzki ds. hematologii i transfuzjologii. Gtoéwny badacz w ponad 50 wieloosrodkowych
probach klinicznych krajowych i miedzynarodowych, majacych na celu poprawe wynikdw
leczenia chorych na ostre i przewlekte biataczki, chtoniaki ztosliwe oraz szpiczaka mnogiego.
Autor 324 publikacji naukowych, 328 doniesier zjazdowych oraz |3 monografii z zakresu
doswiadczalnej i klinicznej immunologii oraz hematologii.

Ceniony wykfadowca na Wydziale Lekarskim Collegium Medicum Uniwersytetu
Jagiellonskiego, prowadzi rowniez zajecia ze studentami Szkoty Medycznej dla Obcokrajowcow
CMUJ.
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Heinz Ludwig, Prof. Dr.

Professor Ludwig is president of Wilhelminen Cancer Research Institute at the department
of medicine | in the Wilhelminenhospital in Vienna. His major research interest lies in the
evaluation of new therapeutic agents or treatment concepts in various cancers, particularly in
multiple myeloma. A further major research area concerns the pathophysiology and treatment
of anemia of cancer.

Professor Ludwig has significantly contributed to the scientific knowledge base by actively
publishing the results of his research, which often has been conducted in cooperation with
other groups. He also served as a successful organizer of a series of international congresses
and meetings.

Professor Ludwig was president of the European Society for Medical Oncology (ESMO)
and is the founder of the ESMO Foundation. Professor Ludwig presently serves as president
of the Austrian Forum Against Cancer and of the Fellinger Cancer Research organization, and
is board member of the International Myeloma Foundation and is member of editorial boards
of several international scientific journals.

Professor Ludwig’s professional life is devoted to improving the quality of cancer care by
promoting medical training and research, empowering patients, improving patient information,
and alerting society to patients’ needs. He has received various scientific awards and has been
honored with the Robert A. Kyle Lifetime Achievement Award and the Golden Medal for
Science from the Republic of Austria.
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Follow up of 9253 Swedish multiple myeloma patients \Q%

Infection-related non infection-relat; X\
causes of death ﬁ
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° Years after myeloma diagnosis

X@l —— 1088-1993 1994-1999

@@Xfections accounted for 22% of deaths within 2 months after diagnosis

@x\

Heinz Ludwig® 2016 1 Blickmark C et al., Heamtologica 2014,

2000-2004 |

and for 22% of deaths during the follow up period
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771 episodes of infections e
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@\ Independent risk factors
O\W ¢ Iv Cyclophosphamid
@\ * Combination chemotherapy

Cumulative dose of glucocorticosteroids

Heinz Ludwig® 2016 Teh BW et al., Br J Heamatol 2015
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WERIZES

Patient-related Treatment-e {‘
= Age (>, .
= Multimorbidity - oster0|ds
= |Immobilization % Chemotherapy

@@& = Immunomodulatory drugs (IMiDs)

Disease-related s
= Proteasome inhibitors

= Active disease @@@

Immunosuppressi Auto and allogeneic transplantation
* Renalimpaij = Bisphosphonates
= Relaps se
= H lation (e.g. compression

@ tures)
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Vaccination? Prophyla @E@rapy

= Influenza A and B, HIN1 o @3 bacterial

= Haemophilus influenza %@Antiviral
= Pneumoccoci @
= Antifungal

= HepatitisA & B @ﬁ
@Q

= Vaccination\of r@tives and care givers

\W@ = Avoid live vaccines: Yellow fever, BCG, Typhoid fever, MMR
@X

i i 1 Anaissie E et al., IMW Paris 2011, Nucci M et al., Clin. Inf. Dis. 2009
Heinz Ludwig® 2016 issi i ucci i i
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WERIEEs

D

| O
=  Elderly Patients @X\

= Patients with frequent episodes of infection ﬁ
= Particularly if risk for febrile neutrope @

= Limit prophylaxis to episodes Q@y ontrolled myeloma

=  Flurochinolone, TMPAmoxiciIIin
= Consider @Ie if relapsing Clostridia infections

= In @ obsuspected bacterial infection and active disease:

@i promptly, start antibiotic treatment and diagnostic tests

N
\©O
: \\X®@
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Symptoms: Fever, night sweats , fatigue, loss of appetite,

lymphadenopathy, soar throat ﬁ@ ‘

Lung: Pneumonia
Gl-tract: Diarrhea, unspecific abdominal pain %@

BM suppression @@'

Eye CMV retinitis @K
al
of 104 patie@\k\yeloma treated with ASCT

. @&% had CMV antibodies
DX® 48.5% of those had transient viremia

@\<£ = 53.1% of those had febrile episodes
&Qo\\i : = invasive CMV disease was diagnosed in 1 patient

Heinz Ludwig® 2016 Kim J Biol Bone Marrow Transpl 2012
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WERIEE:

Viral infections Prophylaxis Treatment \/(\\
Herpes simplex Mandatory during PI Tx 7-14 ﬁv\x
Aciclovir, valaciclovir or @@
famciclovir é\
Herpes zoster Mandatory during @ 7-14 days
Aciclovir, valacﬁov or
fammclov»tl C
CMvV @U Ganciclovir or valganciclovir
@@ or foscarnet
14-21 days
QA
Influenza @@ None, aside vaccination | Oseltamivir for 5-7 days
@ None Ribavirin 200mg x3/day, for 2
X weeks

@\\K

Heinz Ludwig® 2016
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IgGk multiple myeloma @
ISS stage lll, standard cytogenetic risk

’/
February 2006: After resolution of %
Treatment W%%%Ith Thalidomide/Dexamethasone

8 cycle

'\\% §smg orthostatic dysregulation and severe bradycardia

ﬁ@“@
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WERI

Wihelminen

Cancer ch
Ll

D

Grade 3/4 in up to 15% of patients, particularly in elderly pati(%@%

= Bradycardia®! G3: 6% Interventitﬁ@\

= Arrhythmia - reduction/treatment
= Orthostatic hypotension Qg@% discontinuation

= Syncope b = Review pt's medication3
2

= Erectile dysfunction @@ = Pacemaker in 2-3%2

Other findings g @ = Adequate salt intake?

= Higher risk with hi@' oses =  Fludrocortisone?

= No corre&m@ digoxin, R-, =  Midodrine*
a@hannel blockers =  Exercise?
©

@\\X\

1 Kumar 2013; 2 Fahdi et al., Am. J. Cardiol, 2004, 3Figueroa JJ et al.,
Mafitg Ludwig© 2016 Clev Clin J Med 2010, 4Jankovic J et al., Am J Med 1993
Wihelinn
Cancat rch
e

IgGk multiple myeloma ﬁ
e®

ISS stage lll, standard cytogenetic risk %

%@

March 2008: Biochemical re @K

December 2008: Second lingt @ment with Bortezomib-Dexamethasone
February 2009: CR

April 20090: @ NP grade 2 plus pain, treatment discontinuation

O
@\\W@@

Heinz Ludwig® 2016
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VMP “ymp
(twice-weekly) @&@o ce weekly

CR 25% (& 23%
2-year PFS @4\@ 58%
Sensory PN {C

Any grade NAL 21%

Grade 3/4 A 14% 2%
Discontinuation dl@@& 16% 4%
Total planned dose 67.6 mg/m? 46.8 mg/m?
Totab&l@% dose 41 mg/m? 40 mg/m?

>

\ A
A

Heinz Ludwig® 2016

Palumbo A et al., ASH 2009, Moreau P, et al. Lancet Oncol. 2011;12:431-40.
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Q2"

Patients treated with 9 cycles of Bendamustine-Bortezomib-K@kthasone

PNP investigator assessment

%ﬁ@

P patient self assessment

BGrade 1,2
B Grade 34

BLIC1
n=78

C2
n=76

C3
n=66

C4
n=58

C5
n=51

C6
n=38

c7
n=31

Heinz Ludwig® 2016

BGrade 1,2
BGrade 3,4

C8
n=24

EOT
n=24

Ludwig H et al., ASH 2013 abstract
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WERIZEE

Grade 1 2xlweekt: { dose* or switch to once-wkly K\
with pain 1x/week: | dose* ﬁ@

2x/week: | dose* or switch to once-wk%@

(Z
1x/week: | dose* or temporaryuation

Grade 2
If neuropathy resolves to ﬁe <1, once-wkly bortezomib at { dose may
be restarted (& @
Clade 2 Blus Discontinu@oﬂ@%b
pain

Grade 3 or 4 Dispﬁ@e bortezomib
.
K@f\%veloping bortezomib-induced PNP is linked to specific SNPs

Bortezomib d N@ns: dose reduced by 1 level: 1.0 mg/m?; dose reduced by 2 levels: 0.7 mg/m? is upgraded one
severit @
N o

By WX% e level TPts 275 years may be immediately started on once-wkly regimen when initiating bortezomib

Richardson et al. Leukemia 2012;26(4):595-608

Delforge et al. Lancet Oncol 2010; 11(11):1086-1095

Mohty et al. Haematologica 2010; 95(2): 311-319

Heinz Ludwig® 2016 Sonneveld et al. Hematology Am Soc Hematol Educ Program 2010; 2010: 423-430

WERIZE:

AN

KU
Grade 1 Reduce thalidomide dose by 50%
@

Discontinue thalidomide @

Grade 2 If neuropathy resolves@ade 1 or better, treatment may be

restarted at 50% do@ ction

v
Grade 3 &4 Discontil@ﬁﬁdomide

If sensory PN is()ﬁ@a;ed with neuropathic pain, CTC score is upgraded one severity level

°\\§ :
® Delforge et al. Lancet Oncol 2010; 11(11):1086-1095
Mohty et al. Haematologica 2010; 95(2): 311-319

Heinz Ludwig® 2016 Sonneveld et al. Hematology Am Soc Hematol Educ Program 2010; 2010: 423-430

Richardson et al. Leukemia 2012;26(4):595-608
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Opioids
u antagonists
Morphin, Hydromorphon,

Dihydrocodein, Tramadol

« antagonists

Oxycodon, Nalbuphin

Muscle relaxants
Tolperison

Baclofen

a@\ﬁ@

pme

O
Q@

Wfs

Anticonvulsive age
Gabapentln ( rontin®)
Preg ca®)

ab
52l ). azé pm (Tegretol®)
%depressants

Tricyclic (Amitriptylin, Nortryptilin)
SSRIs (Paroxetin, Maprotilin, Bupriopion,

Dulexitin)

Topic therapies
EMLA
Lidocain 5% (Versatis®)

Capsaicin 0.075% (Qutenza®)

\N
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* N-Methyl-D-Aspartate-Rezeptor
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Ly

342 patients
randomizegd LMWH
\ (enoxaparin

40 mg/day)

@@

Jat risk

incidence, %

Cu%/{s?

— ASA

— % o0
%@@ﬁ
o

o
1

Gray's test P = .744

o
1

Inadem:e@&&

27%

\@\MWH: 1.2%

Absolute difference: 1.07%
PE was seen in 1.7% of ASA,
and 0 of LMWH patients

No major bleeding observed

@&

Heinz Ludwig® 2016

Larocca A et al., BLOOD 2012
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Patient related risk factors Treatment relatedvy}«gﬁors
= Immobilisation * Hd Dexar/rlg@g\sne
%%

= Previous VTE . Eryth@g@in

Z
= Cardiovascular disease © @o&@lbicin

= Infection AN ¥ha|idomide

= Obesity Q\V\/ * Lenalidomide

= Surgery P @/X\ * Pomalidomide

= Progressive dlseasw * Hormone therapy in ¢
= Blood clot@ -g,:rjs}:rders * Polychemotherapy

patient isk factor

e}
Treatmer;%&@%and no, or 1 - ..
Aspirin

full dose wafarin*

\’-\ with IMiD and 1 treatment-related-
OX by eatment-related LMWH or
@\ 2 risk factors -

Heinz Ludwig© 2016 Kristinsson SY. ASH Edcuation Program Book, 2010: 437-444; Palumbo et al. Leukemia 2008;22:414-423

N2

o

= Optimal duration of prophylaxis not defined; long-term tr@?@nt d risk of

oe®

= In case of VTE in patients on IMIDs: discox, resume IMIDs when full

recurrence

anticoagulation is established Q@

\

= Major adverse event of mboprophylaxis: bleeding

= Prophylacti es of LMWH or aspirin confer little risk of major bleeding

e}
= {@&m@nfers a slightly higher risk of bleeding
30@’“ anticoagulants not approved in MM

Heinz Ludwig® 2016




5% International Conference
“Complex treatment of plasma cell dyscrasia in 2016”

Skin rash usually is mild Rarely
= Erythema m )

Skin and
subcutaneous system Len-TX Placebo
disorders*

Rash¢ 75 (21.1) 33(9.4) (

Sweating Increased 35(9.9) | 25 (7.1{6 @
7

Dry Skin 33(0.3) | 24740)

Pruritus 27 (7-6K u(5.1)

Heinz Ludwig® 2016

WERIEE:

Grade 4:

In case of severe @ enalldomlde being the last treatment option
2 patient to lenalidomide

Wednesday saturday

T 3 25
@@ 25 25

5.0 5.0
° @ 5 7.5
§ YS X 6 7.5 7.5

Heinz Ludwig® 2016 den Donk NWCJ, et al. Cancer Manag Res. 2012;4:253-68, 2Lee MJ et al., Br. ] Heamatol 2014
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WERIZEE

= Bortezomib, IMiDs, high-dose chemotherapy ﬁ&
= Bacteria (Clostridium difficile, Shigella, Sa%l a)

= Viruses (CMV, Adeno-, Entero-, n%u@s)

= Protozoa (Lamblia, Entam

= Graft vs host diseatients undergoing allogeneic transplantation

= Bile gl@@@rption (primary bile acid diarrhea)*
O
O
¥
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*75Se into the SeHCAT molecule (taurine conjugated bile acid analogue, retention
measured on day 7 after ingestion
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= Opioids (Loperamide) @X\

= QOpiods plus atropin (Lomotil°) ?&ﬁ

= Antisecretory agents @%

= Somatostatin

= Long acting soi'@ﬁxin

. Bismut late
= Rehydrat
ehydrito
= rolyte supplementation

@i e acid binder Colesevelam (Cholestagel®)
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= 10 pts with severe Lenalidomide-induced diarrhea \@

administration)

=  |Improvement of symptoms, often within a few days@%

Stool frequency
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=
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-
Min. bowel movements per day
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-
-
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3
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Pawlyn C, et al. EHA 2014:abstract P1006. Poster presentation.
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= Prevention and treatment of adverse events is of ke%@nce in management

of patients with multiple myeloma %@

= Reduces the need for treatment 6\)“;@’/ uation

* Enhances the efficacy of t@gﬂ
Reduces the nee@;@> pitalization

= Reduces m

ity

@
. Maﬁ@ quality of life
A\

@\\X\
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N2

NSk
S— @ﬁ@x\

Asymptomatic

100 - 5 @%

! ACTIVE Q@ . RELAPSE

5 MYELOMA K N REFRACTORY
= : RELAPSE
3 - &
N (e
= Il
§ MGUSor ! %)
2 smoldering 1
5 myeloma ! Plateau
= o

remission

X@@
30\\ First-line therapy Second-line Third-line
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Durie BGM. Concise review of the disease and treatment options. Multiple myeloma; 2008/2009.
Available from: http://myeloma.org/pdfs/cr08-eng_flweb.pdf.
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Goals:

\
%@@
= Deepen dep ﬁ%ponse

L] Mal onse

Q@To improve PFS

OXQ@Q * To improve OS

WERIEE:

(@A)
. . Initial Maintenance versus no n‘i@ ance
dose,mg (>yGPR% | EFS or PF§;\/® 0s
q -yea@ 4-year OS
Attal et al. 597 400 67 vs 55 e 87% vs 77%"
. 2 d -year EFS 8-year OS
Barlogie et al. 668 400 62 vs£ k 56% vs 44%"* 57% vs 44%*
(Z
* 5-year PFS 5-year OS
Kalff et al.? 243 200 40
27% vs 15%** 66% vs 47%**
el . .
Lokhorst et 535 w 66 vs 24* Median Median
al.4 Q 22 m vs 34 m** 60 mvs 73 m
) \& Median 3-year OS
5 -
Morpanetal, @ S0=100 30mvs 23 m™ | 75% vs 80%
\ Median 4-year OS
s“*@(@‘ 332 200 28 m vs 17m* 68% vs 60%

1. Attal M, et al. Blood. 2006;108:3289-94. 2. Barlogie B, et al. 2008;112:3115-21.

@&) 05, *p>0.01

Heinz Ludwig® 2016

3. Kalff A, et al. ASH abstract 537, 2013. 4. Lokhorst HM, et al. Blood. 2010;115:1113-20.
5. Morgan G, et al. Blood. 2012;119:7-15. 6. Stewart AK, et al. Blood. 2010;116:[abstract 39].
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Morgan et al., (n=2. 4139)

Studies included: Attal et al., Spencer et al., Barlogie et al., Lu%wig%@.,

Maintenance (n = 1,098 @
— No maintenance (n = 33§

100 Q @
< 80- K p <0.001
7}
€t 60~
@ Differences: @
® 40 - 3 years: 4.0 % (95% ©10:6% to 7.4%)
o 5 years: 7.6% (95% T 2.6% to 12.6%)
20 - 7 years: 1@(95% Cl 5.5% to 19.0%)

! Q@
-O\@KX 24 36 48 60 72 84 96 108 120
N
@\ f note: one trial (Ludwig et al.) was conducted in elderly patients

Overall survival (months)

Heinz Ludwig® 2016

Morgan GJ, et al. Blood. 2012;119:7-15.
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< 6 studies: Increase in PFS/TTP in 6/6 X
+»* Increase in OS in 3/6 KQX\

+» Reduced survival after relapse in some stu%@@

+» Long term tolerance limited %@

< Negative effect in patients©@$h risk cytogenetics

—

+%» Optimal d@
- Cﬁ%@t éreatment duration?

> enefit independent of response status after ASCT?

@&W
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Thalidomide, 50 — 100mg, daily for up to 12 months
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— Consolidation: Len 25 mg/day PO Day.
maintenance: randomize to Len 10-

00~ PFS @&
754 -@Q
;\? @ bo
@ 50 @
o .
20 @
0 Lens@«(@\ao P <.001 0

T ) T 1
0 12 18 24 30 36 42 48 54 60
; XQ@

i} X\ Mos of Follow-Up

duction with VD or VAD; consolidation with lenalidomide.
Heinz Ludwig® 2016

Phase Il study in pts < 65 yrs after ASCT in first@
s 1-21

o

N\l

28 days for 2 mos;
or placebo until relapse

5-yr PFS (primary endpoint) superior
with Len: 42% vs 18% with placebo (P
<.0001)

PFS benefit independent of subgroup
(eg, B,-M, ORR)

Median EFS: 40 mos with Len vs 23
mos for placebo

Median OS: similar (> 80 mos)

Grade 3/4 PN: similar in both groups

Attal M, et al. ASH 2013. Abstract 406.

Wikelinen

WCRI_fm@

SD or better (N = 460)

PFS: ITT analysis with median follow-up
from transplant of 34 mos

Estimated HR: 0.48 (95% Cl: 0.36- 0.63);
median TTP: 46 vs 27 mos

@@ﬁ

Phase 1l trial with D-S stage 1-3 pts; < 71 yrs and > 2 cycles

«*

%@&n it

Q5: @jeaths with lenalidomide and 53
-— hs with placebo

3-yr OS 88% vs 80%, HR 0.62 or a 38%
reduction in death with the cross over

Lenalidomide

Placebo

2-sided P =.03

Median follow-up of 45 mos

1.07
2-sided P <.001
¢ 0.87 0.8
& @ 8
2 b s 0.6
2 0.6 @ Lenalidomide 2k
3 0.4 0 =4 S 0.4
g \ g
& 0.2 N acebo pts Placebo & (7
over to lenalidomide
L] L] L] 1 0
20 30 40 50 60 70 0

N\
Mos Since ASCT

Heinz Ludwig® 2016

70

10

20

L] L] L]
30 40 50
Mos Since ASCT

60

McCarthy PL, et al. N Engl J Med. 2012;366:1770-1781.
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CALGE 100104 IFM 2005-02
(accrual 8/2005 - 11/2009) (accrual 6/2006 - 8/2008)

GIMEMA (RV-MM-PI-20%)
(accrual 117, — 7/2008) >

INDUCTION INDUCTION

ASCT ASCT
1:1 RANDOMIZATION 1:1RANDOMIZATION
“NOEVIDENCE OF PD" “NCEVIDENCE OF PD"

LEN: 2 COURSES

FLACEEQ
(n=229)

PLACEBO LEN
n=307) MNTCE

LENMNTC?
(n=231}
INTERIM ANALYSIS AND LB @
Dec 2003 Jan 2010
CROSSOVER @ No CONTINUED CONTINUED
CONT CROSSOVER ™
BEFORE PD BEFOREPD ™
ALLOWED © @
\ DISCONTINUED
Jan 2011

ALLOWED
g\i Target population of patients with NDMM who recelved LEN maintenance or

PRIMARY ANALYSIS

CONTINUED
™

ALLTX

placebo/no maintenance after ASCT

Q aStarting dose of 10 mg/day on days 1-28/28 was increased to 15 mg/day if tolerated and continued until PD. Patients received 10

\ mg/day on days 1-21/28 until PD.
ASCT, autologous stem cell transplant; DEX, dexamethasone; LEN, lenalidomide; MM, multiple myeloma; MNTC, maintenance;
MPR, melphalan, prednisone, and lenalidomide; NDMM, newly diagnosed multiple myeloma; OS, overall survival;; PD, progressive
disease; Tx, treatment.
Attal M, et al. Lenalidomide Maintenance After High-Dose Melphalan and Autologous Stem Cell Transplant in Multiple Myeloma: A

Heinz Ludwig® 2016 Meta-Analysis of Overall Survival. ASCO 2016, abstract 8001.

Wikelinen
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>

HR (85% CI

CALGB (n = 460)

IFM (n = 614)

GIMEMA (n = 135)

E

Pooled (N-= 1209)

0.25

survival.

056 (0.42-0.76)

091 (0.72-1.15)

066 (0.34-1.26)

ASCT, autologous stem cell transplant; CTL, control; HR, hazard ratio; LEN, lenalidomide; MM, multiple myeloma; OS, overall

Attal M, et al. Lenalidomide Maintenance After High-Dose Melphalan and Autologous Stem Cell Transplant in Multiple Myeloma: A

Heinz Ludwig® 2016

Meta-Analysis of Overall Survival. ASCO 2016, abstract 8001.
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86.0
(79.8-86.0)

0.74{0.62 - 0.69)
001

Survival Probability

a0 0 60

Overall Survival, mos

80

Prs at ris

969 542 505 458

2Median for LEN treatment arm was extrapolated to be 116 months based on median of the CTL arm and HR (median, 86 months; HR = 0.74).
ASCT, autologous stem cell transplant; CTL, control; HR, hazard ratio; LEN, I ide; MM, multiple ; NE, not estimable; OS, overall
survival; pt, patient.

Attal M, et al. Lenalidomide Maintenance After High-Dose Melphalan and Autologous Stem Cell Transplant in Multiple Myeloma: A Meta-
Analysis of Overall Survival. ASCO 2016, abstract 8001.
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HR {85% Cl)

Age | <60 068 (0.54-0.86)
0
Male

Sex |
Female:

.
Fx €.
(=1

lorli
[

CR
Response

CRIVGPR
after ASCT PRISDIPD

LEN
Non-LEN

155 stage

=]
t -]

2
]

=1

Prior induction
therapy

Adverse-risk
cytogenetics®

| Yes

J ?3 l 33 1 n'l]

2Number of patients. "Cytogenetic data were only available for the IFM and GIMEMA studies. ¢ CrCl post-ASCT data were only available for the
CALGB and IFM studies.

ASCT, stem cell ; CR, complete
Staging System; LEN, i MM, multiple |
disease; VGPR, very good partial response.

Attal M, et al. Lenalidomide Maintenance After High-Dose Melphalan and Autologous Stem Cell Transplant in Multiple Myeloma: A Meta-
Analysis of Overall Survival. ASCO 2016, abstract 8001.

CrCl, creatinine clearance; CTL, control; HR, hazard ratio; ISS, International
08, overall survival; PD, progressive disease; PR, partial response; SD, stable
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Hematologic

— LEN
- CIL

HR (95% Cl): 203 (1.
P= 015"

ulative Incidence

Cumulative Incidence

cum

60 72
Timeto Solid Tumor SPM Onset (mos)
60 251 13 35 0

3 M1 17T & 0

[e]
\ 2HR based on Cox proportional hazards model. °P value is based on log-rank test.
ASCT, autologous stem cell transplant; CTL, control; HR, hazard ratio; LEN, lenalidomide; MM, multiple myeloma; OS, overall
survival; pt, patient; SPM, second primary malignancy.

Attal M, et al. Lenalidomide Maintenance After High-Dose Melphalan and Autologous Stem Cell Transplant in Multiple Myeloma: A
Heinz Ludwig® 2016 Meta-Analysis of Overall Survival. ASCO 2016, abstract 8001.
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withPI:zwly / @

diagnosed
MM
(N = 827) _, HDm# Bortezomib
ASCT N 1.3 mg/m?
1x/2 wks for 2 yrs

Primary endpoint: PFi ted for ISS stage
Secondary endpoi ponse, PFS,, PFS/PFS, from last HDM, OS, safety, toxicity

*VAD: 3 cycles of vinefis: .4 mg IV QD, Days 1-4; doxorubicin 9 mg/m?2 QD, Days 1-4; dexamethasone 40
mg oral QD, Da , 17-20, every 28 days.

*PAD: 3 cycl zomib 1.3 mg/m? QD, Days 1, 4, 8, 11; doxorubicin 9 mg/m?2 QD, Days 1-4; and
de: 0 mg oral QD, Days 1-4, 9-12, 17-20, every 28 days.
ingle cycle; GMMG 2 cycles.

Heinz Ludwig® 2016 Sonneveld P, et al. ASH 2013. Abstract 404.




5t International Conference

“Complex treatment of plasma cell dyscrasia in 2016”

Wihelminen

Cancer ch
Ll

&
* CR/nCR superior with PAD induction (30% vs 15% with VAD) a @esponse
(35% vs 49% with VAD) (P < .001 for both)!l gﬁ
* PFS and OS superior with bortezomib-based treatment r 3@ ]
* Bortezomib significantly improved OS for pts prese &w renal failure
(P<.001) @
PFS, Censored at Allo SCT & 0os
100 1 } 100 .
2 HR: 0.76 (95% Cl: 0.64- @@ 2 HR: 0.78 (95% Cl: 0.64-0.90;
© T c T © -
- P=.001) @ g . P=.01)
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g o) g
3 @ )
o o
s 507 @ S 501
2 2
= N & N D
S 254 VA0 414}\1 S 95 vAD 414 182
= i £
3 @Q\ﬁ@tifwd P=.002 a Cox LR stratified P = .05
0 B L] L] L] L] L] 1 0 L] L] L] L] L] L] 1
E 12 24 36 48 60 72 84 0 12 24 36 48 60 72 84
gox\ Mos Mos
Heinz Ludwig@ 2016 1. Sonneveld P, et al. ASH 2013. Abstract 404. 2. Sonneveld P, et al. J Clin Oncol. 2012;24:2946-2955.

Lenalidomide maintenace after ASCT improvesé@gand 0§, at the
price of minimal increase in SPM %

Bortezomib maintenace is superior toimaintenance with thalidomide

(no increase in SPM) ©@

None of the mainte@@t@erapies are approved in Europe as yet
e

o\@
@\
R\

Heinz Ludwig® 2016
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David H. Vesole, MD, PhD, FACP

Dr. Vesole completed a medical degree at Northwestern University and a doctorate in
immunology and microbiology at the Medical University of South Carolina. His postdoctoral
training included a residency in internal medicine and a fellowship in Hematology and Oncology
at University of lowa Hospitals and Clinics. Dr. Vesole is Co-Director, Myeloma Division and
Director, Myeloma research at the John Theurer Cancer Center at Hackensack University
Medical Center. He is Professor of Medicine at Georgetown University where he is Director,
Myeloma Program. Dr. Vesole previously was the Director, BMT Program Loyola University in
Maywood, IL, an attending physician at St. Vincent's Comprehensive Cancer Center in New
York and Professor of Medicine and Clinical Director of the Blood and Marrow Transplant
Program at the Medical College of Wisconsin in Milwaukee, WI.

Board certified in medical oncology and hematology and a Fellow of the American College
of Physicians, Dr. Vesole is active in several professional organizations, including the American
Society for Blood and Marrow Transplantation, the American Society of Clinical Oncology
and the American Society of Hematology. He previously served as Co-chair of the Eastern
Cooperative Oncology Group Myeloma Committee and the Center for International Blood
and Marrow Transplant Research (CIBMTR) Plasma Cell Disorder Committee. He is on
the Nominating Committee for the CIBMTR. He is a Foundation for the Accreditation of
Cellular Therapy (FACT) inspector and serves on the Clinical Standards, Accreditation and
Data Management Task Force Committees for FACT. He is a member of the International
Myeloma Foundation Scientific Advisory Board and the International Myeloma Working
Group. He serves on the Board of Trustees for the Leukemia and Lymphoma Society, New
York City Chapter.

Dr. Vesole has authored more than 200 articles in peer-reviewed medical journals and
book chapters. He also serves as a reviewer for several journals and presented his research
at medical meetings and symposia nationally and internationally.
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Therapy of Newly Diagnosed
Multiple Myeloma in 2016

David H. Vesole, MD, PhD
# John Theurer . .

.( Cancer Center Professor of Medicine
Georgetown University
Co-Director, Myeloma Division
Director, Myeloma Research

John Theurer Cancer Center
Hackensack UMC

Providing Extraordinary Cared

Objectives

Induction therapy
VCd vs VTd
VRd vs Rd
ICd
Early versus late transplant
Minimal residual disease
High risk disease
Trial summary/HOVON/GMMG65
IMWG Consensus

Mayo Consensus
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Treatment Sequence

Bortezomib

Ixazomib
Thal/Dex Lenalidomide

VD Tha"lli(:it:)l::isc’ie? Thalidomide
Rev/Dex SCT i Carfl!zoml_b
Bortezomib? Pomalidomide
CyBorD VD/VRD : : Daratumumab (CD38)
Lenalidomide
VTD I ib? Elotuzumab
VRD Xxazomib'? Panobinostat
KRd Monoclonals? Bendamustine

Front line Maintenance Relapsed

Consolidation| ll Po_st . || Relapse
consolidation

Nothing
Prednisone Few options
Thalidomide

Induction Therapy
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Initial Approach to Treatment of Myeloma

/\

Nontransplant Candidate Transplant
(based on age, performance Candidate
status, and comorbidities)

!

- Induction treatment
!

~ Maintenance?

IFM 2013-04: Study Design

= Randomized, open-label phase Il study

Stratified by
ISS stage1/2 vs 3;

t(4;14) and/or del17p vs others 4 cycles, 21 days each

VTD Arm
Bortezomib 1.3 mg/m?/day SC Days 1, 4, 8, 11 +

Pts with Thalidomide 100 mg/day PO Days 1-21 +
DL . Dexamethasone 40 mg/day PO Days 1-4, Days 9-12
symptomatic,

(n=169)
de novo MM

< 65 yrs of age VCD Arm
Bortezomib 1.3 mg/m?/day SC Days 1, 4, 8, 11 +

0= 50y Cyclophosphamide 500 g/m?/day PO Days 1, 8, 15 +
Dexamethasone 40 mg/day PO Days 1-4, Days 9-12
(n=169)

= Primary endpoint: VGPR after 4 cycles

Moreau P, et al. ASH 2015. Abstract 393. ClinicalTrials.gov. NCT0156437.
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IFM 2013-04: Efficacy Outcomes

Significantly higher rates of VGPR (primary endpoint) and PR
with 4 cycles VTD vs VCD induction therapy

VTD VvCD

*t o,
Response,*! % (n = 169) (n = 169)

*Centralized assessment by IMWG criteria 2011. fIntent-to-treat analysis.

= In per-protocol analysis, trend toward significantly higher numbers of
CD34+ cells harvested for stem cell transplantation with VTD vs VCD

— 10.68 x 108vs 9.17 x 10° CD34+ cells/kg, respectively (P = .05)

Moreau P, et al. ASH 2015. Abstract 393.

IFM 2013-04: Selected Grade 3/4 AEs

VCD
(n =169)
Any
Neutropenia
Infection
Thrombocytopenia
Anemia

Peripheral neuropathy
= Grade 2-4

Gl symptoms
Thrombosis
Cardiac disorders
Cystitis

5 pts died during induction therapy (1.5%): VTD n= 2 (infection and pulmonary embolism [n = 1
each]) vs VCD n = 3 (progression to extramedullary myeloma [n = 1] and infections [n = 2])

Moreau P, et al. ASH 2015. Abstract 393.
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IFM 2013-04: Conclusions

Pts receiving VTD induction achieved significantly greater
VGPR and PR rates vs VCD induction prior to ASCT

More CD34+ stem cells harvested with VTD vs VCD

Hematologic toxicity greater in VCD arm; higher rates of
peripheral neuropathy in VTD arm

Investigators concluded that VTD induction should be
preferred induction therapy for autologous ASCT in pts
with MM

Similar findings in retrospective analysis by Cavo et al
Leukemia. 2015;29:2429-31.

Moreau P, et al. ASH 2015. Abstract 393.

SWOG S0777: Study Design

Randomized phase lll trial of VRd vs Rd

Lenalidomide 25 mg/day PO D1-21 +
Dexamethasone 40 mg/day PO Dz,8,15,22

for six 28-day cycles Rd maintenance

Untreated active MM -
eligible n = 230 ;
(CRAB criteria); (elig zel until PD,

measurable disease =~ unacceptable
(including FLC) and toxicity, or
CrCl > 30 cc/min \ Bortezomib 1.3 mg/m2 1V D1,4,8,11 + withdrawal of
(N =525) Lenalidomide 25 mg/day PO D1-14 + consent
Dexamethasone 20 mg/day D1,2,4,5,8,9,11,12
for eight 21-day cycles
(eligible n = 243)

Median follow-up: 55 mos; median time on maintenance: 385 days
All pts received aspirin 325 mg/day; bortezomib pts received HSV prophylaxis

Durie B, et al. ASH 2015. Abstract 25.
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SWOG S0777: Confirmed Response

ORR: ]
81.5% ORR:
71.5%

Il vGPR: B \/GPR:
27.8% s, S

SD:

15.7%  PD or death: : PD or death:
2.8% 4.2%

Patients with
confirmed response

VRd (n = 216%) l Rd (n = 2124%)

*Assessable.

Durie B, et al. ASH 2015. Abstract 25

SWOG S0777: Survival Outcomes

VRd Rd

Survival, Mos (n = 242) (n = 229)

P Value

. 0.712 .
Median PFS (0.560 - 0.906) .0018

_ 0.709
.
Median OS (0516-0.973) 0%

*1-sided P value,
*2-sided P value.

PFS, OS increase remain significant when age-adjusted in
multivariate analysis

Other significant factors: ISS stage lll, 65 yrs of age or
older

Durie B, et al. ASH 2015. Abstract 25.
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Ixazomib in Untreated MM: Study Design

Randomized, open-label, multicenter phase Il trial
Induction

Newly ICd-300: Ixazomib 4 mg D1,8,15 +
d'\'jslnosid Cyclophosphamide 300 mg/m? D1,8,15 + Pm—
it
symptovr\:lqatic, Dexamethasone 40 mg/day D1,8,15,22 [ 4 i duction

measUreable =" (n =36) dose, D1,8,15

_dis‘?a?e and N ICd-400: Ixazomib 4 mg D1,8,15 + Ixazomib
iz gl fer Cyclophosphamide 400 mg/m2D1,8,15+ fgmd end of induction

tr(?\?ip;zglt Dexamethasone 40 mg/day D1,8,15,22 dose, D1.8,15

Maintenance

_ Until PD, death, or
(n = 34) unacceptable toxicity

Up to thirteen 28-day cycles
Evaluation of DLTs after 2 6 pts in each arm completed cycle 1
Progressed to maintenance if SD or better and acceptable toxicity profile
Primary endpoint: CR + VGPR during induction

Secondary endpoints: ORR (CR + VGPR + PR), PFS, safety

Dimopoulos MA, et al. ASH 2015. Abstract 26.

Ixazomib in Untreated MM: Response

. ICd-300 ICd-400 Overall
0,
Confirmed Response, % (n = 32%) (n = 34%) (N = 66)

CR + VGPR
ORR (CR + VGPR + PR)

CR
= sCR

PR
= VGPR

SD

*Evaluable for response.

Median time to = PR: 1.3 cycles (both arms)

Dimopoulos MA, et al. ASH 2015. Abstract 26.
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Combinations in the Upfront Treatment of MM

Timing of Transplant: Early vs Delayed
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Phase lll: Melphalan, Prednisone, Revlimid
vs Tandem Transplant with Melphalan 200

N = 402 patients (< 65 yrs of age)

-
o
N
o

No Maintenance

Revlimid
+

Dexamethasone

MEL 200
Tandem Transplant
3-6 months

Maintenance
Revlimid

ZO——4>»N-—-—=Z00Z2>»X
ZO——4>»N-—-—XZ00Z2>»X

Palumbo A, et al.. New Engl J Med. 2014 371:895-905

High-Dose Mel + ASCT vs MPR in NDMM

A randomized, controlled phase Il trial exploring utility of
transplant in NDMM (N = 273)

From time of diagnosis

— High-dose Mel plus Len maintenance — MPR plus Len maintenance
High-dose Mel plus no maintenance MPR plus no maintenance

100 9y
751
501 50

25+ 254

Probability of PFS
Probability of OS

(0] L_21'8E'—?32'-§A=""§t54'7 (0] e e e e e S e e e
0 6 1218 24 30 36 42 48 54 60 66 0 6 1218 24 30 36 42 48 54 60 66
Mos Mos
Palumbo A, et al. N Engl J Med. 2014 ;371:895-905.
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IFM/DFCI2009: Conventional Dose RVD to
High-Dose Treatment With ASCT

Randomized, open-label phase lll trial

Two 21-day cycles 12 mos

Bortezomib +
ASCT | Lenalidomide +
Low-Dose Dex

Two 21-day cycles

Bortezomib +
Lenalidomide +
Low-Dose Dex

Maintenance

Pts with previously Lenalidomide

untreated MM;
measurable disease;

between age 18-65: Five 21-day cycles

ECOG PS 0-2
(planned N = 700)

Bortezomib +
Lenalidomide +
Low-Dose Dex

Bortezomib +
Lenalidomide +
Low-Dose Dex

Maintenance
Lenalidomide

Collection of PBSCs using
cyclophosphamide and GCSF

Primary endpoint: PFS
Secondary endpoints: RR, TTP, safety

Attal et al. ASH 2015

IFM/DFCI 2009 : Responses

Response, % RVd (n = 350) Transplantation (n = 350)
CR 49 59

VGPR 29 29

PR 20 1"

<PR 2 1

2 VGPR 78 88

Negative MRD by FCM 65 80

2 VGPR Rate, %

Transplantation (n = 350)

P Value

Treatment Phase
RVd (n = 350)

After induction

After transplant or
cycle 4 of consolidation

After consolidation completed

At end of maintenance phase

Attal M, et al. ASH 2015. Abstract 391.




5% International Conference
“Complex treatment of plasma cell dyscrasia in 2016”

IFM/DFCI 2009 : PFS (Primary Endpoint)

Transplantation
Parameter (n = 350)

Median follow-up, 41
mos

Progression or
death, n

Median PFS, mos 43
4-yr PFS, % 47

HR (95% Cl) 0.69 (0.56-0.84)

= At second interim analysis in June 2015 with median follow-up of 39

mos, the data and safety monitoring board for this trial recommended
that the trial be stopped

Attal M, et al. ASH 2015. Abstract 391.

PFS: IFM 2009: TTP (9/2015
[] ° []
100 |
Transplant Arm
80 90 | RVD Arm
70 7
» -
-
c
.g 50 ] P<0.001
© _|
ST SR, RS e
307
207 Progression or death, n 204 158
34
10| 4yrPFs, % 35 47
HR (95% CI) 1 0.69 (0.56-0.84) <.001
0 T T T T T
1] 12 24 36 48
Months of follow-up
N at risk
Transplant Arm 350 308 261 153 27
RVD Arm 350 296 228 128 24
—Altal M, et 2l ASH 2015, Absiract 301
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Upfront autologous stem cell transplantation
(ASCT) versus novel agent-based therapy for
Multiple Myeloma (MM): a randomized phase 3
study of the European Myeloma Network
(EMNO02/HO95 MM ftrial)

Michele Cavo', Antonio Palumbo?, Sonia Zweegman?, Meletios A.Dimopoulos*,
Roman Hajek?®, Lucia Pantani’, Meral Beksac®, Ruth Wester’, Hans E.Johnsené,
Ulf-Henrik Mellqvist?, Maria Teresa Petrucci'?, Christoph Driessen?’,
Francesco Di Raimondo??, Rossella Troia?, Annalisa Pezzi!, Bronno van der
Holt'3, Ka Lung Wu'4, Heinz Ludwig'®, Francesca Gay?, Pieter Sonneveld?

EMNO02/HO95 MM trial: study design

Bort 1.3 mg/sm twice weekly; CTX 500 mg/sm d1-8;
Dex 40 mg on day of and after bort

CTX (2-4 g/sm) + G-CSF + PBSC collection

VMP x 4 cycles HDM x 1-2 courses

|
VRD x two 28-d cycles
Bort 1.3 mg/sm, twice weekly; No consolidation
len 25 mg d1-21; therapy
dex 20 d1-2-4-5-8-9-11-12

Lenalidomide 10 mg/day, d1-21/28
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Study endpoints

PRIMARY
* PFS from R1
* PFS from R2

SECONDARY
* Response
* OS from R1 and R2

Patient characteristics

Median age, years (IQR)
Male, %

B2-microglobulin (mg/L), median (IQR)

Albumin (g/L), median (IQR)

ISS stage, %
I-1M-1

Hemoglobin (g/dL), median (IQR)

Platelets (x 10%/L), median (IQR)

Creatinine (mg/dL), median (IQR)

Calcium (mmol/L), median (IQR)
LDH > upper limit, %
BM plasma cells, % (IQR)

Toxicity
QoL

VMP
(n = 497)
58 (52 - 63)
56
3.3 (2.4 -5.0)
3.8(3.3-4.2)

41-38-21
11.0 (9.6 - 12,6)
231 (180 - 282)

0.92 (0.74 - 1.18)

2.35 (2.18 - 2.48)

22.7
50 (30 - 70)

ASCT
(n = 695)
58 (53 - 62)
59
3.3 (2.4 -4.8)
3.8 (3.3-4.3)

41-39-20
11.0 (9.6 - 12.5)
223 (175 - 279)

0.89 (0.72 - 1.10)
2.34 (2.18 - 2.50

24.5
60 (30 - 80)
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PFS by Randomization

ASCT VMP
NR 44

PFS median, mos

PFS at 3 yrs, %

66.1 57.5
HR (95% Cl): 0.73 (0.59-0.90); p = 0.003
0’00 ) ( T) ( T ) p T T
12 24 36 48
Time (months)
Number at risk

ASCT 695 570 349 108
VMP 497 383 230 74

ASCT

5
10

VMP |

PFS by cytogenetics (standard risk)

ASCT VMP
PFS median, mos NR

PFS at 3 yrs, %

46
76.6 69.6

HR (95% Cl): 0.68 (0.47-0.98); p = 0.034
0,00

T

T T
12 24 36
Time (months)
Number at risk

ASCT 290 243

155 58
VMP 220 176

114 37
ASCT

4
4

VP |
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PFS by cytogenetics (high risk)

T Tmer e

HR (95% Cl): 0.69 (0.52-0.92); p = 0.010

12 24 36
Time (months)

Number at risk
ASCT 292 235 142 32
VMP 181 131 77 21

ASCT

Multivariate Analysis

MULTIVARIATE ANALYSIS

Best CR+sCR . 0.16-0.30
Standard Risk cytogenetics . 0.34-0.57

Randomization to ASCT 0.42-0.68
ISS | 0.43-0.83
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Response Rates

VMP ASCT
(n=451) (n=641

Response (%) (%)
sCR 18.2 17.0

CR 25.3 25.3
30.4 43.2

14.9 11.2

11.2 3.3

o< PR BFR DVGPR

PFS by Randomization to ASCT-1 or ASCT-2

050 [ scra | ascr v |

ASCT-1 vs VMP: HR (95% Cl): 0.81 (0.65-1.01); p = 0.06

ASCT-2 vs VMP: HR (95% Cl): 0.56 (0.41-0.77); p < 0.001
0,00 ASCT-2 vs ASCT-1: HR (95% Cl): 0.69 (0.50-0.71); p = 0.03

24 36
Time (months)

Number at risk
ASCT-2 207 119 44
ASCT-1 488 230 64
VMP 497 230 74

ASCT-1
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Prospective Randomized Trials
comparing “New” Drug CC with ASCT
for ND MM

GIMEMA# 402 MPR x6 >VGPR 63 65% 4y
NEJM 2014 ASCT x2 59 81%"

MultiCenter# 389 CDR x6 >VGPR 50 68% 4y
Lancet Oncol 2015 ASCT x2 54 77% *
(4}

IFM 2009# 700 VRD x3 VRD x5 >VGPR 78 83% 4y
ASH 2015 ASCT + VRD x2 88* 81%

EMN# 1192 VCDx3-4 VMP x4 >VGPR 74 NS
ASCO 2016 ASCT 1 or 2 85* (short fu)

Gimema-Palumbo et al; Mutlicenter-Gay et al; IFM 2009-Attal te al; EMN-Cavo et al

Single versus Double Auto Stem Cell
Transplant for Multiple Myeloma

® Attaining a complete remission/near complete
remission is important for survival benefit

® Patients in complete remission/very good partial
remission after one auto stem cell transplant do not
benefit from second auto transplant

— Confirmed in two trials
—Attal et al IFM 94; Cavo et al Bologna 96

— Large US trial (BMT CTN 0702) is
re-addressing one versus two transplants

® Only patients with partial remission/stable disease
currently receive second transplant (outside of a
SD = stable%ﬁ;i@aklftﬁilailﬂ) Network.

Bensinger, 200!
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BMT CTN 0702

— - —— Lenalidomide
@ — —— L enalidomide

@ — [enalidomide

Results available ~ October 2016

Assessing and Monitoring
Response to Therapy
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Getting to Minimal Residual Disease:
New Definitions for CR

—

Newly

diagnosed 1 x 1012
—

Stringent CR

']
Molecular/flow CR ——> ".ﬁ;ﬁé/f}1x104 Bortezomib
Lenalidomide

Cure? =— 0.0 ! .
Antibodies

—
=3
1

Adverss; MRD+
= Adverse; MRD-
= Favorable; MRD+
= Favorable; MRD-

1, =684949
P<.001

o
oo
1

Adverse; MRD+
= Adverse; MRD-
= Favorable; MRD+
= Favorable; MRD-

Overall Survival
(proporticon)

"o, W
ok AU Ve e b s b i 7"}:40,]305

lllll dusssskanhad
P<.001

Progression-Free Survival
(proportion)

i
T T T T T T T T T

7 4 3% &8 60 72 8 9% 7 4 3% 8 6

Time Since MRD Assessment (months) Time Since MRD Assessment (months)

No. at rick No. atrik

Adverse; MRD: & 1 Adverse;MRD+ @ B 1
Adverse; MRD- 67 4 Adverse; MRD- 67 61 2
Favorabie; MRD+53 3 3 Favorable; MRD+33 &2 b 0
Favorable; MRD- 29 2 Favorable; MRD-78 n 1

Rawstron A C et al. JCO 2013;31:2540-2547
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Methods for Assessing Minimal Residual
Disease to Predict Outcome

8-Color Flow!" Next-Gen Sequencing!?] PET/CT34

PFS (CR Pts After
TTP (CR Pts) First-line Therapy)
PET CR
median: 90 mos

-

P =.001

NO PET CR
median: 50 mos

o o o o -
o N A OO 0 O

MRD+
— Overall P=.010

(0]
0 6 12 18 24 30 36 42 0 12 24 36 48 60 72
Mos Mos

PFS (Proportion)
PFS (Proportion)

=
a
o

1. Roussel M, et al. J Clin Oncol. 2014;32:2712-2717. 2. Martinez-Lopez J, et al. Blood. 2014;123:3073-3079.
3. Zamagni E, et al. Blood. 2011;118:5989-95. 4. Zamagni E, et al. ASH 2013. Abstract 1936.

Immunophenotyping (NGF) Molecular (NGS)
PFS

NMRD at pre-maintenance

100 - .
% Immunopheno CR vs CR: P=.007 10

80 -

044 Povaln (trand) - p<0 0001

40 4
— _|—Y—Y—ﬁ;|"
0 2 2 % )
20 4 g Z-]_ L
Months since randomization
N atrisk
(evenss)
@ o v R N
0 wnl o TR T T T - R T A
n'w] e i 2 & t a2
L . — . ~ ~ s W) "0y m om0 o0n M a0
[} 25 50 75 100 125
months Avet-Loiseau H, et al. Blood. 2015;126: Abstract 191,

NGF, next generation flow; NGS, next generation sequincing

Paiva B, et al. Blood. 2008;112: Abstract 737.
Paiva B, et al. J Clin Oncol. 2011;29(12):1627-1633.
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Improved Efficacy After Incorporating
Autologous Stem Cell Transplant (ASCT)
into KRd Treatment With Carfilzomib (CF2),
Lenalidomide (LEN), and Dexamethasone
(Dex) in Newly Diagnosed Multiple Myeloma

Andrzej J. Jakubowiak, Noopur Raje, Ravi Vij, Donna Reece,
Jesus G. Berdeja, David Vesole, Sundar Jagannath, Craig Cole,
Malek Faham, Jennifer Nam, Leonor Stephens, Erica Severson,

Andrea Revethis, Brittany Wolfe, Shaun Rosebeck, Sandeep

Gurbuxani, Cara A. Rosenbaum, Jagoda K. Jasielec, Dominik

Dytfeld, Kent Griffith, Todd M. Zimmerman

THE UNIVERSITY OF

CHICAGO A

€3 SARAH CANNON e Mount

Treatment Schema

(4-week cycle) KRd+ASCT (4-week cycle)
KRd induction . .
KRd induction

Cycles 1-4
(Cycles 1-4) (Cycles 1-4)

SCC for I MRD at 4 cycles
eligible pts SCC + ASCT
MRD at CR'
KRd Consolidation KRd Consolidation
(Cycles 5-8) (Cycles 5-8)

l MRD at 8 cycles

4m sCR improves from 30% W)
to 250% at 8 cycles
KRd Maintenance KRd Maintenance

(Cycles 9-24) (Cycles 9-18)

MRD at 18 cycles
\ LEN maintenance }

(off protocol)

l Considered promising if

*All patients received 20 mg/m? on days 1-2 for cycle 1 only; MTD not reached (phase 2 dose=36 mg/m?)
tOr suspected 2CR (exploratory)

61
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Baseline Characteristics

KRd w/o ASCT KRd+ASCT
N=76
Median age, years (range) 59 (40-76)
65 years, % 27.6

ECOG performance status, %
Stage Il/1ll, %

D-S 84.2
Cytogenetic risk by FISH*, %

Standard 64.0
Serum ,-microglobulin

23.5 mg/L, %

*Defined per IMWG

D-S, Durie-Salmon; FISH, fluorescence in situ hybridization; ISS, International
Staging System.

Treatment Outcomes

oS

—

1-yr 2-yr 3-yr 4-yr . 1-yr 2-yr 3-yr 4-yr
-~KRd w/o ASCT 100% 91% 80% 69%* -~KRd w/o ASCT 100% 96% 96% 93%
—~KRd+ASCT 9% 97% - - -~KRd+ASCT 99% 99%  -- -

Probability, %

[1} 10 20 30 40 60 [1} 10 20 30 40
Months Months

Median f/u, mo
= KRd w/o ASCT n=461 47.6

= KRd+ASCT N=76 17.5

2 patients progressed (1 during pre-ASCT period; 1 after discontinued from the study after ASCT)
T Excludes 7 pts who discontinued to pursue ASCT
¥ Intent-to-treat (N=53), 4-year PFS 64%

cut-off date 1/31/16
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MRD Evaluation

Multiparameter Flow Cytometry (MFC) B Next generation sequencing (NGS)
10 color Adaptive Biotechnologies
Sensitivity: 104 — 10 Sensitivity: 106

KRd + ASCT#
At landmark time points
94 100

_75_

MRD negative, %

n=33 n=29 n=20 n=16
8 cycles 18 cycles

*Estimated rate based on 23 of 26 ¥ Actual rates in subgroup of pts evaluated for
evaluated pts assessed for MRD by MRD at the end of 8 and 18 cycles regardless of
flow cytometry at CR/ suspected CR level of response

t Estimated rate based on 6 of 16
patients evaluated by MFC and NGS

Treatment Outcomes — PFS by MRD Status

KRd w/o ASCT KRd + ASCT

Nogatve (NGS) 1 |, SIS (MFC)  Negative (NGS)

Probability, %
Probabitity, %
3 a

N
CJ
i

10 20 30 40 50 20 30 40 50
Months Months

PFS Rate PFS Rate

2-yr  3-yr 4-yr 1-yr  2-yr

91% 87% 78% MRD negative (MFC) n=31 100% 100%

91% 71% 60% MRD positive (MFC)/ n=45 98% 93%
unknown

63
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Conclusions

KRd with and w/o ASCT show high rates of deep responses in NDMM,
with CR rates appearing higher in KRd+ASCT
sCR rate of 68% for KRd+ASCT vs 30% for KRd w/o ASCT at the end
of 8 cycles

KRd treatment results in high rates of MRD (-) disease
94% (MFC) and 72% (NGS) - end of 8 cycles, 100% (MFC) and 75%
(NGS) - end of 18 cycles in KRd+ASCT, and 51% by MFC in KRd w/u
ASCT - best response

Deep responses are associated with high rates of PFS and OS
For KRd w/u ASCT
» For all pts 4-yr PFS is 69% and OS 93%
* For pts MRD (-) by MFC 78% and OS 100%,
* For KRd+ASCT
For all pts 2-yr PFS is trending higher than for KRd w/u ASCT, 97%
vs 91%
For MRD (-) pts 2-yr PFS 100% vs 91%, respectively
All pts alive and 4-year rates too early to estimate

Backbone for future therapies (eg, with mAbs)
in the pursuit of “curative” treatment approaches?

IFM-DFCI 2009: PFS by MRD

MRD Negative MRD Positive
3-Yr PFS, % (NGS) (NGS) P Value
(<10%) (210%)

All pts
=Premaintenance
=Postmaintenanc
e

Pts achieving CR
=Premaintenance
=Postmaintenanc
e

Many pts MRD negative by FCM were MRD positive by NGS
(51% premaintenance, 38% postmaintenance), with similar
frends in PFS

13 of 26 pts with t(4;14) achieved MRD negativity; none with
del(17p)

Avet-Loiseau H, et al. ASH 2015. Abstract 191.
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IFM/DFCI 2009: Phase lll Study Design

Phase Il randomized study (N = 134 in IMAJEM analysis)

Primary Endpoint Secondary Endpoint Secondary Endpoint

MRI or PET/CT MRI or PET/CT MRI or PET/CT before
at diagnosis after 3 cycles of RVD maintenance

o l l
or younger with
symptomatic 8 cycles \
NDMM with organ
damage and " RVD*
measurable 3?/3% h:\ESLCZ_IQ g 2 cycles
disease Y consolidation
(N =700)

*RVD: bortezomib 1.3 mg/m?2 IV on Days 1, 4, 8, 11 + lenalidomide 25 mg on Days 1-14 + dexamethasone
40 mg on Days 1, 8, 15.
tIncluded PBSC collection with cyclophosphamide 3 g/m? + G-CSF after cycle 3.14

Avet-Loiseau H, et al. ASH 2015. Abstract 191.

IMAJEM: Study Endpoints

Primary endpoint: diagnosis and staging
Comparing modalities in terms of number of bone lesions
at diagnosis
Secondary endpoint: prognostic impact after 3 cycles of
induction therapy and before maintenance
Determine relationship between PFS/OS and PET or MRI
negativity

All MRIs and PET/CT scans centrally reviewed by 2
radiologists and 2 nuclear medicine physicians blinded
to treatment arm

Moreau P, et al. ASH 2015. Abstract 395.
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IMAJEM Primary Endpoint:
Diagnosis and Staging
determining bone mvoivement &t diagnbeis (MANSrar tést = 64- B = .33)
Response, n (%) MRI PET/CT
Positivity 127 (94.7) 122 (91)

= Focal lesions 46 (34) 44* (33)

= Homogeneous diffuse
infiltration 41 (31) 12 (9)

= Combined diffuse
infiltration + focal lesions 35 (26) 66 (49)

= Variegation +
inhomogeneous BM 5 (4) NR

= Extramedullary disease NR 10 (7.5)
Normal bone 7 (5) 12 (9)

*Median number of focal lesions = 3 (range: 0 to > 10); median SUV,, = 4.1 (range: 1.5-28.4).

Moreau P, et al. ASH 2015. Abstract 395.

IMAJEM Secondary Endpoint: Prognostic
Impact After 3 Induction Cycles

Negative MRI (3% of pts) not predictive of Negative PET/CT (32% of pts) associated
survival with improved PFS, not OS

07 1.0 4
MRI
| (=g o ] PET/CT neg.78.7%
61.6%
&3 61 54.8%
MRI pos 2

P=.29 P=.04 PET/CT
pos

Probability of PF:
o o
> o ®

M M

Probability of Pl
o o

0 10 20 30 ' 20 30

- - PET/CT neg
: ? "q:ﬁw‘ "°9 g6.1% : W%

4 81.8%
MRIEES : PET/CT
pos

Probability of OS
= =22 =

N o (==
M M

=
o

Moreau P, et al. ASH 2015. Abstract 395. Reproduced with permission.
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IMWG MRD-Negative Criteria

Response Response Criteria
Subcategory
Sustained MRD negative in the marrow (next-generation flow or next-generation
MRD-Negative | sequencing) and by imaging as defined below, confirmed one year apart.
Subsequent evaluations can be used to further specify the duration of negativity
(o (eg, MRD negative @ 5 years, etc)
S Imaging MRD- | MRD negative as defined below (next-generation flow or next-generation
9 Negative sequencing) PLUS
§ Disappearance of every area of increased tracer uptake found at baseline or a
= preceding PET/CT
= | Flow MRD- Absence of phenotypically aberrant clonal plasma cells by next-generation flow
Negative cytometry on bone marrow aspirates using the EuroFlow standard operation
procedure for MRD detection in MM (or validated equivalent method) with a
minimum sensitivity of 1 in 10° nucleated cells or higher
Sequencing Absence of clonal plasma cells by next generation sequencing on bone marrow
MRD-Negative | aspirates in which presence of a clone is defined as less than 2 identical
sequencing reads obtained after DNA sequencing of bone marrow aspirates
using the Lymphosight® platform (or validated equivalent method) with a
minimum sensitivity of 1 in 10° nucleated cells or higher

Kumar SK, et al. manuscript submitted

Role of MRD Assessment

Remains a research tool, but indications are that lower
levels of MRD predict for better outcomes

Can contribute to better definition of response

Potential to monitor efficacy of therapy

Best, easily exportable method (EuroFlow, PQR, N[EFS))
and optimal time point is still under investigation

Even pts who achieve MRD- state can relapse, so all may
not be able to stop therapy

Unsure if changing therapy based on depth of response
alters survival outcomes, unsure of next steps for MRD-
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(1]

Management of High Risk Cytogenetics

MSMART 2.0: Classification of Multiple Myeloma

Standard Risk

FISH FISH All others
: ??41'172 * t(4;14) including

t( ’ ) * 1q gain eHyperdiploidy
* t(14;20) 4 )
Complex karyotype eTrisomies
GEP eMetaphase . t(11;14)

’ ::Ignha;hsrz deletion 13 or . t(6;14)

2 hypodiploidy

High PC S-Phase

mSMART=Stratification for Myeloma And Risk-adapted Therapy.
FISH=Fluorescence in situ hybridization.
GEP=gene expression profiling.

Kumar SK, et al. Mayo Clin Proc. 2009;84:1095-1110 (revised and updated, June 2010).
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Summary of Cytogenetic
Risk Features: IMWG

High-risk Standard-risk

FISH: t(4;14), t(14;16),
t(14;20), del(17/17p),
gain(1q)

Cytogenetic All others including:
abnormality Nonhyperdiploid FISH: t(11;14), t(6;14)
karyotype
Karyotype del(13)

GEP: high-risk
signature

Sonneveld Blood. 2016; 127: 2955-2962

Survival of high-risk genetic subgroups in randomized,
controlled clinical trials of newly diagnosed MM: effect
of treatment modalities and novel drugs

FISH N1/N2 End point Arm 1 Arm 2 Arm 1 (%) A(ro’/")z Comment Ref
o
t(4:14) 26/24 3y0S PA_D/AS_CT/tha\ \/AD/ASC_T/bort44 66 HOVON65/GMMG- 15
idomide ezomib HD4
98/106 4-y OS VAD VD 32 63 IFM-2005 68
21/23 2-y OS Thalidomide Placebo 67 87 TT2 18
Thalidomide- Bortezomib
21/29 2-y0S T2 73 67 97 TT2vs TT3 70
VAD/ASCT/thal PAD/ASCT/bort HOVON65/GMMG-
Del(17p) 21/16 3-y 0OS idomide azomib 17 69 HD4 15
119/54 4-y OS VAD VD 36 50 IFM-2005 68
Nonhyperdiploid 92 3-y 0S8 VTD VMP 53 72 PETHEMA 63
VAD-
Unfavorable FISH| ~ 152/141 3-y OS CTD cyclophospham 58 56 MRC IX intensive 62
ide
96/90 3-y OS CTD Placebo MP 34 26 MRC IX nonintensive 61
99/98 3-y0S Thalidomide Placebo 45 69 MRC IX maintenance 39
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HOVON-65/GMMG-HD4: Study Design

Randomized, open-label phase Il frial

Randomized INDUCTION MAINTENANCE
1:1

Transplant-

eligible pts 1
18 yrs of age
or older with
stage Il or IlI PAD: Bortezomib 1.3 mg/m? IV D1,4,8,11 +
NDMM Doxorubicin 9 mg/m? D1-4 +
(N =827 Dexamethasone 40 mg D1-4,9-12,17-20
(n =413)

3 28-day cycles

HDM 200 mg/m2: 1 cycle for HOVON, 2 cycles for GMMG
Primary endpoint: PFS adjusted for ISS stage

Secondary endpoints: Response after induction, HDM and on protocol; OS from randomization;
safety; PFS from HDM

Sonneveld P, et al. J Clin Oncol. 2012;30:2946-2955. Sonneveld P, et al. ASH 2015. Abstract 27.

HOVON-65/GMMG-HD4: Double ASCT/HDM
Subgroup Analysis ll: OS

. PAD/Bort VAD/Thal
0/ %
Survival by Subtype, % (n = 413) (n = 414)

Renal impairment 12 42
(96 mos) (P<.001)

57 79
amp(1q)

*60 months unless otherwise indicated. (P < 007)

del(17p)

Sonneveld P, et al. ASH 2015. Abstract 27.
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HOVON-65/GMMG-HD4: Conclusions

Investigators conclude that:

Long-term follow-up confirmed PFS, OS benefit of
bortezomib-based treatment in tfransplant-eligible newly
diagnosed MM

Bortezomib + 2 cycles of HDM and ASCT improves OS, but
not PFS, compared with single cycle of HDM

96-mo OS: 42% (single cycle) vs 55% (double cycle); HR: 0.071
(95% Cl, 0.54-0.94; P = .018)

Prolonged bortezomib treatment largely abrogates
negative effect of some risk factors

Benefit for pts with del(17p) and renal impairment
Limited benefit for pts with t(4:14) or amp(1q)

Sonneveld P, et al. ASH 2015. Abstract 27.

IMWG Consensus Opinion on Treatment of
High Risk Multiple Myeloma

Thalidomide: does not abrogate adverse cytogenetics

Bortezomib: Partly overcomes adverse effect of t(4;14)
and possibly del(17p) on CR, PFS and OS

No effect in t(4;14) combined with del(17p)
VMP may partly restore PFS

Lenalidomide/Pomalidomide: Lenalidomide party improves
t(4;14) and del(17p) on PFS but not OS in TE*; no data
supporting IMiDs in non-TE. Promising result os POM in
RRMM

Pl plus lenalidomide: Greatly reduces adverse effect of
t(4;14) and del(17p) in NDMM.

TE = Transplant eligible
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IMWG Consensus Opinion on Treatment of
High Risk Multiple Myeloma

ASCT: Standard therapy for TE NDMM.

Double ASCT combined with bortezomib may improve
PFS in t(4;14) and/or del(17p)

Double ASCT is recommended for patients with high
risk cytogenetics

AlloSCT: Minimal data

AlloSCT or Auto-AlloSCT may improve PFS in t(4;14)
or del(17p)

-Results better at early stage of the disease

l_'?'\'p MAYO CLINIC
MSMART — Off-Study
Transplant Eligible

T pe—ee——

t(11;14), t(6;14), Trisomies t(4;14) Del 17p, t(14 16),

4 cycles of VRd 4 cycles of VRd | 4 cycles of KRd
Il

!
Autologous stem cell Autologous stem cell
transplant transplant
VRd x 4 Autologous stem cell
cycles | transplant l

2 cycles of Rd consolidation; Bortezomib-based Carfilzomib or
Rd until then Len maintenance if not maintenance for Bortezomib-based
prograssion In VGPR but Len responsive © minimum of 1 year maintenance for

minimum of 1 year
o if age =65 or > 4 cycles of VRd Consider G-CSF plus cytoxan or plerixafor
b Continuing Rd for patients responding to Rd and with low toxicities
© Consider risks and benefits; If used, consider limited duration 12-24 months

Dispenzieri et al. Mayo Clin Proc 2007;82:323-341; Kumar et al. Mayo Clin Proc 2009 84:1095-1110; Mikhael et al. Mayo Clin
Proc 2013;88:360-376. v13 _ /flast reviewed Dec 2015
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FE- MAYO CLINIC

MmSMART - Off-Study
Transplant Ineligible

Intermediate-Risk High-Risk

t(11;14), t(6;14), Trisomies Del 17p, t(14;16),
t(14;20)

! 4 i

VRd for ~12 months; VRd for ~12 months
If age 275 or frail: Rd » ‘ ‘ KRd* for ~12 months ‘
i i )

Rd x 1 year b Bortezomib-based Carfilzomib or
maintenance for Bortezomib-based

minimum of 1 year maintenance for

minimum of 1 year

#In patients treated initially with Rd, il g il ion is an option for patients responding well
with low toxicities;

b Dex is usually discontinued after first year

¢ Clinical trials strongly recommended as the first option

Dispenzieri et al. Mayo Clin Proc 2007;82:323-341; Kumar et al. Mayo Clin Proc 2009 84:1095-1110; Mikhael et al. Mayo Clin
Proc 2013;88:360-376. v13 __ /llast reviewed Dec 2015
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Jo Caers, MD, PhD

Graduated in 1999 at the Vrije Universiteit Brussel (Brussels, Belgium). During his medical
studies, prof. Ben Van Camp brought him into contact with the myeloma research program.
After starting a fellowship in internal medicine, he joined the Laboratory of Hematology and
Immunology (headed by Karin Vanderkerken) to start a research project on the biology of
multiple myeloma (MM). During his doctoral work, he investigated new players, i.e. oste-
opontin and bone marrow adipocytes, in the biology of MM. In addition, he investigated the
involvement of an angiogenic tetrapeptide AcSDKP and its precursor protein (thymosin-beta4)
in regulating MM cell proliferation. Finally, he studied the effects of a novel cytotoxic agent
Aplidin on cell proliferation, cell cycle progression, in vivo tumor progression and MM-induced
angiogenesis. Jo Caers obtained his doctoral degree in 2009. Meanwhile he finished his for-
mation in hematology at the Saint-Luc Hospital (Université Catholique de Louvain).

In 2008, he joined the Hematology Department of the Academic Hospital of Liege (CHU
Liege). Given his interest in MM, he became implicated in the daily care of MM patients. He
joined national and international steering committees (International Myeloma Working Group,
Intergroupe Francophone Du Myélome) that work on the diagnosis of MM and related plasma
cell malignancies and participated in the development of guidelines on the management of
MM precursor diseases: MGUS and smoldering multiple myeloma. He joined two working
groups that defined the diagnosis and treatment of plasma cell leukemia and high-risk mul-
tiple myeloma. Together with renowned experts in the field, he also reviewed the different
imaging techniques to diagnose MM. Finally, he also participated to a major revision of the
diagnostic criteria of MM and is heading an international project on the management of solitary
plasmacytoma.

His current research topics are: myeloma-related bone disease, imaging of myeloma dis-
ease, preclinical studies on anti-myeloma agent.
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cH

de Liege

Treatment of relapsed/refractory
multiple myeloma in 2016

Pr Dr Jo Caers

Natural History of Multiple Myeloma
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Recommended minimal work-up at relapse

Medical history and physical examination
Hemogram
Biochemistry: creatinine, clearance, LDH, calcium
Protein studies

— Total serum protein and serum electrophoresis

— 24h urine protein electrophoresis

— Serum and urine immufixation

— (free light chains)

Bone marrow aspirate * biopsy: non secretory, myelodysplasia
Imaging CT, MRI or PET/CT

Clinical relevance of B2-microglobulin and ISS are not clear at time of relapse
FISH analysis should be performed if

* not available at diagnosis
* Normal at diagnosis

Dimopoulos et al. Blood 2011 117 (18) 4701-4705

Definition of clinical relapse

Any of the folowing criteria in 2 consecutive
measurements separated by 2 months

25% increase from baseline in the M-component

absolute increase in M-Protein > 0.5g/d|I,
absolute increase in urine M-protein > 200 mg/d,

difference between involved and uninvolved free
light chain levels (absolute increase must be >10

mg/dI)

Laubach et al. Leukemia. 2016 May;30(5):1005-17
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Definition of clinical relapse

* Development of new soft-tissue plasmacytomas
or bone lesions.

* Definite increase (250%) in size of existing
plasmacytomas or bone lesions

* Hypercalcemia (> 11,5 mg/dl = 2,875 mmol/L)

* Decrease in hg of > 2 g/dl or below 10 g/dlI
because of myeloma

* Rise in serum creatining by > 2 mg/dl due to
myeloma

* Hyperviscosity requiring therapeutic intervention

Indicators for Treatment of Relapsed
Myeloma

* Consider watch and wait for
* Indolent, slow increase of biochemical relapse and
absence of mild organ involvement; frequent controls
* Consider immediate treatment for

* Significant biochemical/paraprotein
progression/relapse

* Previous aggressibe presentation/clinical behaviour

* Increasing M-protein, particularly light chains in urine
* Anemia

Unexplained serious subjective complaints
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Factors relevant for treatment
selection

Patient-related

e Age and Frailty score
* WHO performance status
e Co-morbidities

e Transplant eligibility
* Residual or late effects of prior therapies

* Pre-existing (peripheral) neuropathy and/or
thrombotic events
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Disease-related

e Type and risk status of the initial disease

* Response and response duration with
prior therapies

* Presence of refractory or extramedullary
disease

» Agressiveness of current relapse

Treatment-related

‘ e Response to prior therapies
‘ * Previous use of Imids, Proteasome inhibitors,
Wy alkylators
- o=, ] .
W L * Priorautologous stem cell transplantation

* Dual or triple drug combinations

* Bone marrow reserve

* Expected efficacy & toxicity

* Availability, cost and management
* Expectations of the patient
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Patient-specific Disease-specific Treatment-specific
Age Consider ASCT in Good Retreatment with Significant Consider
younger patients Prognosis effective first line response/PFS | retreatment
with well
tolerated drug
Neuropathy Avoid bortezomib and Symptomatic | Switch drug class,
thalidomide. If not, or rapidly use novel agents Insufficient Switch drug class,
give bortezomib progressive response to and change
weekly and SQ prior regiment
treatment
Nephropathy Use bortezomib High risk Use bortezomib
by light chains | combination or cytogenetics | combinations All common Conseder DCEP, DT-
lenalidomide at regiments PACE, ...
adapted dose exploited

Important questions at the start of
treatment of relapsed myeloma

* Is retreatment with novel agents feasible

* When should treatment be switched ot
another class of agens?

* Wat are the treatmetn strategies for patients
with co-morbidities or complications?

* When should we use single agent versus drug
combinations?
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Treatment strategy for MM at first
relapse

At first relapse — Switch if:

e Short remission
* Longterm treatment
* Upfront toxicities

¥

Retreatment if: Optimalisation:
* Long remission == 2 drug regimen
e Short upfront treatment

« No toxicity 3 drug regimen

Retreatment with Imids

Mayo Clinic Prospective Database Study

Patient characteristics and responses at retreatment

with lenalidomide or thalidomide
Initial > repeat Imid Len—Len Len-Thal Thal-Len Thal-Thal

Median time from diagnosis 26 13 31 23
(months)

ORR % 54 20 48 30
2 VGPR % 45 = 33 =

Median TTP (months) 16 3 9 6

Madan SH et al Blood, 2001 118: 1763-5




V Miedzynarodowa Konferencja

,»Kompleksowa terapia dyskrazji plazmocytowych w 2016 roku”

Len-Len

Thal-Len
Thal - Thal

MM-009 and MM-010
trials (ORR 61%)?!

ORR 56.2% 2, 61.5% 3

Thal-Dex 55% 4
Thal monotherapy 29% °

1 Dimopoulos MA et al Leukemia 2009; 23:2147-52

2 Gulielmelti T et al. Eur J Cancer. 2011: 47: 814-8

3 Wang et al. Blood. 2006; 112:4445-51

4 Dimopoulos MA et al Ann Oncol 2001;12:991-5

5 Glasmacher et al. BrJ Haematol. 2005; 132: 584-93

Adding of extra drug to existing combination

— Revlimid/Endoxan/Prednisone was feasible and effective in a
retrospective pilot with 14 heavily pre-treated len-dex refractory
myeloma patients (van de Donk, BIH 2010)

— However, the optimal dose of LEN with continuous oral
cyclophosphamide and prednisone has not yet been defined

Cohort | Lenalidomide | Cyclophosphamide | Prednisone
mg
10 100 20

1

2 15 50 20
3 15 100 20
4 25 50 20
5 25 100 20

Nijhof | et al. ASH 2013:abstract 287




5t International Conference

“Complex treatment of plasma cell dyscrasia in 2016”

Rev-Endoxan-Pred (Phase 1/ 2)

— REP was feasible and effective in a retrospective pilot with 14 heavily
pre-treated len-dex refractory myeloma patients (van de Donk, BIH 2010)

— However, the optimal dose of LEN with continuous oral
cyclophosphamide and prednisone has not yet been defined

All patients LEN and BOR | Patients with

n=21 refractory high-risk MM
patients by FISH
n=16 analysis n=9
VGPR 33% 31% 44%
> PR 67% 69% 78%
> MR 76% 75% 89%
>SD 86% 88% 89%
Mean PFS 6.3 m
Mean OS 155 m

Nijhof | et al. ASH 2013:abstract 287

Meta-analysis of bortezomib retreatment

e Systemic literature review indentified 23
studies (n=1051) of bortezomib retreatment

Parameter | Outcome [ en-Dex_

Overall response rate 39 %
Relapsed patients 57 % 61 %
Refractory patients 23 %
Median time to progression ~ 7,5m 13,4 m
Median PFS 58m
Median overall survival 16,6 m

Knopf KB et al. Blood 2012 120 #1863
Dimopoulos MA et al Leukemia 2009; 23:2147-52
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Treatment-related

‘ * Response to prior therapies
‘ * Previous use of Imids, Proteasome inhibitors,
Wy alkylators
. e, ] .
W L * Priorautologous stem cell transplantation

* Dual or triple drug combinations

* Bone marrow reserve

* Expected efficacy & toxicity

* Availability, cost and management
* Expectations of the patient

2015-2016 arrival of potent triplet

therapies
. —

- ‘{/ * Carfilzomib-Lenalidomide-dex
a —— )

* Elotuzumab-Lenalidomide -dex

* |xazomib-Lenalidomide-dex
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Aspire: KRD vs RD

* Planned interim analysis of a randomized, open-label phase Ill trial

Stratified by B,-microglobulin, prior
bortezomib, and prior lenalidomide

Pts with relapsed or

progressive MM,
1-3 prior treatments /

_ _ Until PD or
Wlth 2 PR in — unacceptable
= 1 prior regimen, toxicity

ECOG PS 0-2, and
ol =50 mUmin N\
(N = 792)

Carfilzomib: 20 mg/m?2 Days 1, 2 of cycle 1; 27 mg/m? thereafter. Lenalidomide: 25 mg.
Dexamethasone: 40 mg.

Stewart AK, et al. N Engl J Med. 2015;372:142-152.

ASPIRE: Responses in ITT Population

KRd Rd
Response (N = 396) (N = 396) P Value
2 CR, % 31.8 9.3 < .001
= sCR 14.1 4.3
= CR 17.7 5.1
= VGPR% % 69.9 40.4 <.001
SD or PD, % 3.5 14.9
Median TTR, mos 1.0 1.0

Median DoR, mos (95% Cl)  28.6 (24.9-31.3)  21.2 (16.7-25.8)

 Significant improvement in ORR in KRd arm vs
Rd (87.1% vs 66.7%, respectively; P <.001)




V Miedzynarodowa Konferencja

,»Kompleksowa terapia dyskrazji plazmocytowych w 2016 roku”

ASPIRE: PFS

* Significant improvement in PFS in KRd arm vs Rd arm

Disease progression or death, n (%) 207 (52.3)
Median PFS, mos 26.3

N
o
1

o
[e¢]
1

g
(o]
1

©
N
1

Proportion Surviving
Without Progression
o
N

o

12 18 24 30 36 42 48
Mos Since Randomization

o
(e}

224 (56.6)
17.6

HR for KRd vs Rd (95% Cl) 0.69 (0.57-0.83)
P =.0001

* Randomized, open-label, multicenter international phase Ill trial

R/R MM with 1-3 prior /
lines of therapy (prior
lenalidomide exposure -_—
allowed in 10%)
(N = 646) Lenalidomide 25 mg PO Days 1-21 +
Dexamethasone 40 mg PO Days 1,
8, 15, 22; 28-day cycles
(n=325)

*Premedication administered before elotuzumab.

* Primary endpoints: PFS, ORR
* Secondary endpoints: OS (data not mature), DoR, QoL, safety

Assessed q4w
until PD;
followed q12w
thereafter for
survival
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ELOQUENT-2: Efficacy

(95% CI)

PFS

= Median, mos 19.4 14.9 0.73 (0.60-0.89;

. 1yr, % 68 57 P =.0014)

. 2yrs, % 41 27

= 3yrs, % 26 18
Median time to next 33 21 0.62 (0.50-0.77)
treatment, mos
ORR, % 79 66
Interim OS, mos 437 39.6 Ly (e B

P = .0257)

* PFS benefit seen with elotuzumab in all predefined subgroups

TOURMALINE-MM1: Study Design

¢ Randomized, double-blind, placebo-controlled phase Ill triallll

Stratified by prior therapy (1 vs 2-3),
ISS stage (I-11 vs Ill), and prior Pl
exposure (yes vs no)

R/R MM pts with

measurable disease;
1-3 prior treatments; / 28-day cycles

CrCl 2 30 mL/min; until PDt %l;
not refractory to Pls or \ una;ccgp_ta e
lenalidomide oxicity

(N =722)

* Primary endpoint: PFS by IE(18 EggﬁMW§hc?{€éﬁg&Prs 50 m/min.

* Secondary endpoints (data not yet mature): OS, OS in del(17p) pts
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TOURMALINE-MM1: PES

* Addition of ixazomib to Rd resulted in 35% improvement in PFS vs Rd alone

10074 Median PFS:

e Y —IRd: 20.6 mos

Placebo-Rd: 14.7 mos

801

(7]

s

o 601

K2 SO~ SO e SN

o [rr—————————— g e g e
= 404

]

3

g 204 Log-rank P=.012

R (95% CIl): 0.742 (0.587-0.939)
Number of events: IRD 129; placebo-Rd 157
G T L] L) L L] L] Ll L] Ll Ll L] Ll
0 2 4 6 8 10 12 14 16 18 20 22 24
Time from randomization (mos)

*  PFS benefit with ixazomib seen in all prespecified subgroups, including cytogenetic high
risk, Pl and IMiD exposed
Moreau P, et al. ASH 2015. Abstract 727.

TOURMALINE-MM1: Efficacy

Confirmed ORR (=

PR) OR, 1.44 0.035
CR+VGPR 48.1 39.0 OR, 1.45 0.014
CR 1.7 6.6 OR, 1.87 0.019
PR 66.7 64.9 = -

VGPR 36.4 323 = -

Median time to first
response, mos

1.1 1.9 - -

Median duration of
response, mos

Median TTP, mos 214 15.7 HR, 0.712 0.007

20.5 15.0 - -
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Patients

RD Kd Vd Pvd KRd Rd ERd Rd Evd
MM-008/010 ENDEAVOR  PANOROMA ASPIRE ELOQUENT ELO-Vd

Progression free survival

Progression-Free Survival

%]
o

w
e
S
=
o
E
0
w
o

1

RD Kd Vd Pvd KRd Rd ERd Rd Evd

APEX MM-005/010 ENDEAVOR PANOROMA ASPIRE ELOQUENT ELO-Vd
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Treatment for standard risk

1t line Tx
VMP

2" line Tx

Aggressive
KRd (very fit)
ERd (fit)

IRd (between KRd
and ERd)

31 line Tx

Indolent
Rd (Frail)

Kd (ifR)

Pom based * cyclo or PI
Kd could be an option

4™ Line Tx

Kd if Pomdex in 3™ line
Pom based if Kd in 3 line

15t line Tx 15t line Tx
LenDex VTD/VCD
2" line Tx 2" line Tx
Early Late PFS>24m PFS<24m
VCD or Kd Len+ 2nd ASCT KRd
cyclo+pred ERd/IRd
Kd or Rd
VCD/VMP
3 line Tx 3 line Tx

Pom based # cyclo

4™ line Tx

Difficult to predict

Pom based * cyclo
Kd if Rd in 2" line

4t line Tx

Difficult to predict

Daratumumab to be used ASAP

Treatment for high risk

1%t line Tx

VMP

15t line Tx
LenDex

1%t line Tx
VTD/VCD

2™ line Tx

FRAIL
Rd (ERd)

EIT
KRd (IRd)

3 line Tx

Dara or Pom based regimen
4t Line Tx

Tx option that has not been
used yet

2" |ine Tx

FRAIL
1d (Kd)

HT
Kd (Id)

3" line Tx

Daratumumab
4t Jine Tx

Difficult to predict

2" line Tx

KRd

3 line Tx

Difficult to predict
Pom based regimen
4th line Tx

Difficult to predict

Daratumumab to be used ASAP
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Jorge |. Castillo, MD

Dr. Castillo is the Assistant Professor of Medicine at Harvard Medical School. He was born in
the northern coast of Peru. He received his medical degree in Mexico City, and completed
his Medicine and Hematology and Oncology training in New England. For the last two years,
Dr. Castillo has been appointed as an Assistant Professor at Harvard Medical School and his
clinical practice focuses exclusively on patients with Waldenstrom Macroglobulinemia. He
is currently the principal investigator for a series of clinical studies evaluating highly effective
non-chemotherapeutic approaches for Waldenstréom Macroglobulinemia.
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How I treat Waldenstrom
Macroglobulinemia in 2016

Jorge J. Castillo, MD
Assistant Professor of Medicine
Harvard Medical School
Jorgej castillo@dfci.harvard.edu

Disclosures
Consulting Research Funding
» Otsuka Pharmaceuticals * Millennium Pharmaceuticals
* Biogen IDEC * Gilead Sciences
» Alexion Pharmaceuticals * Pharmacyclics Inc.

e Abbvie Inc.

DANA-FARBER HARVARD MEDICAL

CANCER INSTITUTE SCHOOL
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Waldenstrom’s Macroglobulinemia — first described by
Jan Gosta Waldenstrom in 1944.

DANA-FARBER HARVARD MEDICAL

CANCER INSTITUTE SCHOOL

Lymphoplasmacytic Lymphoma

* Cellular Morphology: lymphocytes, lymphoplasmacytic
cells, plasma cells

« BM Pattern: interstitial with diffuse or nodular infiltrates
with excess mast cells associated with lymphoid
aggregates.

« LN/SP: diffuse pattern

RN -
AN o 1"
¥ {'\~¢~".'§ *
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IS PO

DANA-FARBER HARVARD MEDICAL

CANCER INSTITUTE

SCHOOL
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No relationship between serum IgM levels and
BM involvement in WM
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Treon, Blood 2009 Bone marrow involvement

DANA-FARBER HARVARD MEDICAL

CANCER INSTITUTE SCHOOL

Manifestations of WM Disease
JHCT, JPLT, {WBC ey
°_ ®w. i
2 : ‘ \ Hyperviscosity
.‘ Syndrome:
) ‘ : Nosebleeds,
\ ‘ headache,
‘ i . ; ' Impaired vision
e %7
Adenopathy, il
splenomegaly ok
<20% (at Dx) @, o IgM Neuropathy (22%)
‘0 Hepeidin Cryoglobulinemia (10%)
{Fe Anemia Cold Agglutinemia (5%)
Treon, Hematol Oncol 2013
DANA-FARBER HARVARD MEDICAL

SCHOOL

CANCER INSTITUTE
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Hyperviscosity Related Retinal Changes in WM

* Retinal vein dilatation seen IgM >4,000 mg/dL
* Retrograde flow and hemorrhages >6,000 mg/dL

Stone, Clin Lymphoma 2005; Menke, Arch Opthal 2006.

HARVARD MEDICAL

DANA-FARBER SCHOOL

CANCER INSTITUTE

Cryoglobulinemia in a patient with Waldenstrom
macroglobulinemia

Pre-Pheresis

.8
)
(]
S
(&}

c

o
-
n
]
o




5t International Conference

“Complex treatment of plasma cell dyscrasia in 2016”

Peripheral Neuropathy in WM

* 20% of WM patients; more often in patients with IgM
<1,000

* Demyelinating

— Antibodies anti-MAG, anti-GM1 ' .‘d‘? :
* Axonal o =

— Amyloidosis Q i
— Diabetes, HIV, thyroid disease, B12 ot . :
« Small fiber neuropathy e
MAG IgM
Treon et al, ASCO 2010.
Photomicrograph Courtesy Todd Levine, MD
DANATARBER

NCCN Guidelines for Initiation
of Therapy in WM

* Hb <10 g/dL on basis of disease

e PLT <100,000 mm? on basis of disease

» Symptomatic hyperviscosity (>4.0 cp)

» Moderate/severe peripheral neuropathy

« Symptomatic lymphadenopathy or hepatosplenomegaly

* Symptomatic cryoglobulins, cold agglutinins,
autoimmune-related events, amyloidosis.

Kyle, Semin Oncol 2003; Anderson, JNCCN 2016.

DANA-FARBER HARVARD MEDICAL

CANCER INSTITUTE SCHOOL
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Subset analysis RCT

* Bendamustine-R (N=22) vs.
CHOP-R (N=19)

* Good option for patients
with lympadenopathy or
enlarged liver/spleen

* ORR 80%; CR 20%
e PFS 69 months

Rummel, Lancet 2013
Treon CLML 2011

Bendamustine and rituximab

Median (IQR; months)
— B-R 695 (36.6-73-0)
— R-CHOP  28-1(17.8-51.0)

HR0-33 (95% C1 0-11-0-64)
pe00033

T T T T
] 12 24 36 48 60 2 84 96
Time {maonths)

Adverse events

Potential stem cell toxicity
Cytopenias

Infusion reactions

0.5-1% risk of secondary leukemia

DANA-FARBER

CANCER INSTITUTE

HARVARD MEDICAL
SCHOOL

Phase 11 studies

Combined with rituximab
and dexamethasone (CDR)

Widely available
Well tolerated
ORR 83%; CR 7%

Median PFS 3 years when
given upfront

Dimopoulos, JCO 2007
Buske, Leukemia 2009
Kastritis Blood 2015

Cyclophosphamide-based therapy

A
101 = Age <65
08 i
'"=1""L
go.s~ i;...,...?& Age 66-75
& 041  eesesessssseees
Age >75 .
02
00
0 20 40 60 80 100
Months

Adverse events

* Alopecia

» Cytopenias

* 1% risk of secondary leukemia

DANA-FARBER

CANCER INSTITUTE

HARVARD MEDICAL
SCHOOL
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Advantages

» Combined with rituximab
and dexamethasone (BDR)

* ORR 80-90%

* CR 10-20%

* Median TTR: 4-8 weeks

* No risk of secondary
malignancies

Treon, JCO 2009
Ghobrial, ATH 2010
Dimopoulos, Blood 2013.

Bortezomib-based therapy

5,000
L 3

Median Serum IgM Levels (mg/dL)
»

1,000

BL < <2 C3 Ca M1 Mz M3 Ma
Disadvantages

* Peripheral neuropathy — less with
weekly or SQ

*  Thrombocytopenia
» Steroids and zoster prophylaxis

DANA-FARBER

CANCER INSTITUTE

HARVARD MEDICAL
SCHOOL

Advantages

e Combined with rituximab
and dexamethasone
(CARD)

* ORR 87%
* CR 3%; VGPR 35%
* Less neuropathy (<5%)

Treon, Blood 2014

Carfilzomib-based therapy

Sonum IgM (mydL)
000 4000 €00

o

Disadvantages

* Increases glucose and cholesterol
* Hypogammaglobulinemia

* Heart problems: HTN, CAD

» Steroids and zoster prophylaxis

DANA-FARBER

CANCER INSTITUTE

HARVARD MEDICAL
SCHOOL
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Nucleoside analogues

Advantages

* Randomized study showed
fludarabine better than
chlorambucil

* ORR: 48% vs. 39%

* Median PFS: 36 vs. 27
months

e ORR 80% when rituximab
added

Dimopoulos, JCO 2009
Leleu, JCO 2009
Leblond JCO 2013

A 100 4
‘\ Fludarabing
\__ == Chlorambucil
5 84 %
& s
frape L9
£ 601 \,
E 5 .__.“
= ..,
gv N
o
20 Ceny
I--“l---
e
0 30 50 90
Time Since Random Assignment (months)

Disadvantages

* Risk of MDS/AML is 5-10%
* Avoid in ASCT candidates

» Lower doses for older patients

DANA-FARBER

CANCER INSTITUTE

HARVARD MEDICAL
SCHOOL

Rituximab single agent

Advantages

* Well tolerated

* ORR: 30-40%

* Median TTR 3-4 months

* Most commonly used
regimen for Waldenstrom in
the US.

Treon CCR 2001
Castillo BJH 2015
Olszewski Oncologist 2016

Disadvantages

* Delayed responses

* Infusion reactions

* Avoid if IgM >4,000 mg/dL or HV
* IgM flare: 40% of patients

* Rituximab Intolerance (7%)
— Consider Ofatumumab.

DANA-FARBER

CANCER INSTITUTE

HARVARD MEDICAL
SCHOOL
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To Maintain or Not to Maintain?

Maintenance in progress
Sorry for the inconvenienca

@

Thyssursrupn Eacatator

HARVARD MEDICAL

DANA-FARBER SCHOOL

CANCER INSTITUTE

Observation vs. maintenance rituximab therapy

100 100 Rituximab Maintenance
S N=246
N~
g
E 751 75
g =
g 5
Ry 50 ~ 50
] 2 No Rituximab
% Rituximab Maintenance < Maintenance
; 251 254 N =248
) No Rituximab
= Maintenance
<
0 e e e —T—T— T 0 —TTT —T—T—T
0 20 40 60 80 100 120 0 20 40 60 80 100 120
Time from tr initiation (i hs) Time from tr ion (i hs)
Disadvantages

Infusion reactions
Increased risk of infections

Treon Br J Haematol 2011 Hypogammaglobulinemia

DANA-FARBER

CANCER INSTITUTE

HARVARD MEDICAL
SCHOOL
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New Directions in WM

HARVARD MEDICAL

DANA-FARBER SCHOOL

CANCER INSTITUTE

MYDS8S8 L.265P Somatic Mutation

C to G at position 38186241

at 3p22.2 \ Acqulred UPD
ot 5/\\’ N A
i / . & N \ ".,'

s NOA \ergd
ke L | |l
2

BM CD19+ PBMC CD19-
e
;i =

* 91% of WM pts AR Nt Sl
« 10% IGM MGUS ke
* No difference sporadic vs. familial pts ' g

Treon, NEJM 2012

HARVARD MEDICAL
DANA-FARBER SCHOOL =

CANCER INSTITUTE




5t International Conference

“Complex treatment of plasma cell dyscrasia in 2016”

MYDS88 L.265P in WM/IGM MGUS
METHOD TISSUE WM IGM MGUS

Treon E WGS/Sanger BM CDI9"  91% 10%
Xu E  iseer BMCDI9"  93%  54%
Gachard Il rr BM 70%
Varettoni Bl Aspcr BM 100%  47%
Landgren E Sanger BM 54%
Jiminez ==  AS-PCR BM 86%  87%
Poulain I rcr BMCDI9*  80%
Argentou = PCR-RFLP BM 92%  1/1 MGUS
Willenbacher = Sanger BM 86%
Mori [®] AsPCRBSEEI  BM 80%
Ondrejka BE AS-PCR BM 100%
Ansell BE= WES/AS-PCR  BM 97%

st

MYDS88 L265P
Signal Pathway

Yang et al,

b 2 Blood 2013
¥ TNFAIP3 - pS0 L P65 U Ty

P

WVHIVEP2 = NFkB SURVIVAL
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WHIM-like CXCR4 C-tail mutations in WM
Warts, Hypogammaglobulinemia, Infection, and Myelokathexis.

Most common: CXCRAI_C“’BG(S33§X ) |

CXCR4 C-tail mutation in WM
308 320 330 40 350

| | | I
KFKTSAQHALTSVSRGSSLKILSKGKRGGHSSVSTESESSSFHSS

CXCR4 C-tail mutation in WHIM
308 320 330 340 350

|
KFKTSAQHALTSVSRGSSLKILSKGKRGGHSSVSTESESSSFHSS

Somatic WHIM-CXCR4 Mutations were
detected in 21/63 patients (34%) on

Hunter Blood 2014 ibrutinib study.
DANA-FARBER HARVARD MEDICAL
CANCER INSTITUTE SCHCOL

MYDS88 and CXCR4 mutations

Genomic abnormalities MYDS8S8
Mutant Wild-type
Mutant 30% | -mmmemme—e-
CXCR4 -
Wild-type 60% 10%
e T . byt s . : :g‘;&ﬂgﬁ;}%‘;‘v
+|r R L L | B MYDEES*® CXCRAM

08

06
'l

Owerall Survival
0.4

0z

Time in Yaars

DANA-FARBER Treon et al. Blood 2014 ,g,(,\',:(\%,:[, MEDICAL

CANCER INSTITUTE
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Ibrutinib in Previously Treated
Waldenstrom’s Macroglobulinemia

Steven P. Treon, M.D., Ph.D, Christina K. Tripsas, M.A,, Kirsten Meid, M.P.H.,
Diane Warren, B.S., Gaurav Varma, M.S.P.H., Rebecca Green, B.S.,
Kimon V. Argyropoulos, M.D., Guang Yang, Ph.D., Yang Cao, M.D., Lian Xu, M.S.,
Christopher J. Patterson, M.S., Scott Rodig, M.D., Ph.D., James L. Zehnder, M.D.,
Jon C. Aster, M.D., Ph.D., Nancy Lee Harris, M.D., Sandra Kanan, M.S.,
Irene Ghobrial, M.D., Jorge J. Castillo, M.D., Jacob P. Laubach, M.D.,
Zachary R. Hunter, Ph.D., Zeena Salman, B.A,, Jianling Li, M.S., Mei Cheng, Ph.D.,
Fong Clow, Sc.D., Thorsten Graef, M.D., M. Lia Palomba, M.D.,
and Ranjana H. Advani, M.D.

Treon NEJM 2015
AN EARBER

Ibrutinib in previously treated WM
Median Range
Age (yrs) 63 44-86
Male/Female 48/15 N/A
Prior therapies 2 1-8
Hemoglobin (mg/dL) 10.5 8.2-13.8
Serum IgM (mg/dL) 3,610 735-8,390
B,M (mg/dL) 3.9 1.3-14.2
BM Involvement (%) 70 3-95
Adenopathy >1.5 cm 37 (58.7%) N/A
Splenomegaly >15 cm 7 (11.1%) N/A
Treon NEJM 2015
DANA-FARBER HARVARD MEDICAL

SCHGOL

CANCER INSTITUTE




V Miedzynarodowa Konferencja

,»Kompleksowa terapia dyskrazji plazmocytowych w 2016 roku”

Serial Serum IgM Levels Following Ibrutinib
Best IgM Response: 3,610 to 915 mg/dL; p<0.0001

Median of 12 (range 1-21) Cycles
N=63
Median time to MR=4 weeks

Serum IgM (mg/dL)

ARVARD MEDICAL

DANA-FAKBER SCHGOL

CANCER INSTITUTE

S

Serial Hemoglobin Levels Following Ibrutinib
Best Hemoglobin Response: 10.5 to 13.5; p<0.0001

Hemoglobin (g/dL)

N=63
Median of 12 (range 1-21) Cycles

CANCER INSTITUTE
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Progression-free and overall survival

PFS OS

AR B.O

EA z
2 3
& 8

& 8

83% 18 mos. 96% 18 mos.
o oA
0 5 10 15 20 0 5 10 15 20
Time in months Time in months
[ es%mcl —— survivor function | 95% Gl ——— Survivor function |
Treon NEJM 2015
HARVARD MEDICAL
DANATARBER saiooL

B
No. of
Subgroup Patients Major Response Rate (35% Cl)
All patients 63 —@— 73.0 (60.3-83.4)
Age .
<65 yr 32 —— 71.9 (53.3-86.3)
265 yr 31 —— 74.2 (55.4-88.1)
ECOG score at baseline E
0 47 —— 74.5 (59.7-86.1)
=1 16 — e 68.8 (41.3-89.0)
Waldenstrém's macro- ,
globulinemia IPSS —_— e i
Low 15 E 53.3 (26.6-78.7)
Intermediate 27 —— 81.5 (61.9-93.7)
High 21 I—;-.—| 76.2 (52.8-91.8)
B,-microglobulin E
=3 mg/liter 18 1 55.6 (30.8-78.5)
>3 mg/liter 43 —— 79.1 (64.0-90.0)
Hemoglobin level !
=11 g/dl 38 Ii—.—| 86.8 (71.9-95.6)
>11 g/dl 25 —— 52.0 (31.3-72.2)
Treon NEJM 2015
DANA-FARBER HARVARD MEDICAL

SCHOOL

CANCER INSTITUTE
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IgM '
<4000 mg/dl 37 — 73.0 (55.9-86.2)
>4000 mg/dl| 26 —— 73.1 (52.2-88.4)
Bone marrow disease H
involvement '
<50% 23 ——— 47.8 (26.8-69.4)
=50% 39 —e—  87.2(72.6-95.7)
Disease status E
Relapsed 37 —— 67.6 (50.2-82.0)
Refractory 25 ——— 0.0 (59.3-93.2)
No. of previous treatment E
regimens 1
1-3 40 — 65.0 (48.3-79.4)
>3 23 ————8—  87.0 (66.4-97.2)
Mutation i
MYD8SWTCXCRAWT 7 . 1 28.6 (3.7-71.0)
MYD88-265FCXCRAWT 34 '@ 912 (76.3-98.1)
MYD88L265PCXCR4WVHIM 21 ——— 61.9 (38.4-81.9)
(I) 2|0 4|0 GIO 80 l(IJO
Treon NEJM 2015
HARVARD MEDICAL
S bt scooL

FDA News Release

FDA expands approved use of Imbruvica for
rare form of non-Hodgkin lymphoma

First drug approved to treat Waldenstrom s
macroglobulinemia

For Immediate Release

January 29, 2015

DANA-FARBER HARVARD MEDICAL

CANCER INSTITUTE SCHOOL
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Frontline Treatment Approach to WM

Observation
q2-3 months, Year 1
q3-6 months >Year 1,
if stable.

WM Diagnosis i—>| Asymptomatic |—>

{ Symptomatic

‘ ASCT Eligible | < > I ASCT Ineligible
v ! v

Avoid oral alkylators
Avoid nucleoside analogues

Immediate Disease
Control Required

Symptomatic but
Immediate Disease
Control Not Required

v v

1 v
Symptomatic but — ‘l'

Immediate Disease Plasmapheresis for
Control Not Required | symptomatic HV,
bl | |severe Cryo or CAGG,!
Plasmapheresis for 2. then:
symptomatic HV, I** choice: BDR23
severe Cryo or CAGG, BDR?, CaRD? Alternate:
then: Alternate: Benda-R?
I choice: BDR2? Benda-R*CDR? | —
Alternate: R
Benda-R.?

Immediate Disease
Control Required

1" choice: Benda-R?
Alternate:
BDR,* CDR,* CaRD,*

1" choice:
£ FR;? R3, Chl

DANA-FARBER

HARVARD MEDICAI
CANCER INSTITUTE :

OOL

Relapsed/Refractory Treatment Approach to WM

Symptomatic Rela

pse or Refractory Disease

AS gible |«

A

Avoid oral alkylators
Avoid nucleoside analogues

¢

v

> | ASCT Ineligible |

v

v

Refractory or
15t relapse < 2 years
since last therapy

1%t relapse = 2 years
since last therapy

Refractory or
1% relapse < 2 years
since last therapy

!

1%t relapse > 2 years
since last therapy

v

v

1% choice:

1* choice:

v

1% Choice:

1%t choice:
Ibrutinib
Alternate:
Consider alternative
first line regimen
to that used.

Ibrutinib
Alternate:
Consider re-use
srevious first

ith erapy

J

v

Multiple relapses:
Everolimus, NA!,
Alemtuzumab, ASCT
or RIC Allogeneic SCT
(in select cases)

1* Choice:
Alternative first
line regimen
to that used.

-

[brutinib

Consider altexnative
first line regi\nen
to that usec

Ibrutinib
Altgynate:
Considgr re-use of
previofis therapy

|\

v

Multiwle relapses:
Everdjmus,
Alemtuzuzab

Considgr alternative
first ljne regimen
to hat used.

Ibrutinib
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Bone Marrow Disease Burden following Ibrutinib

At Best Response 60% to 30%; p< 0.001

90
80
70
60
50

Al : il J‘l |H1“| |‘||LI.\|

1 4 7 10 13 16 19 22 25 28 31 34 37 40 43 46 49 52 55 58 61
DANA-FARBER HARVARD MEDICAL

ER INSTITUTE SCHOOL

BM Involvement (%)

Ibrutinib Related Adverse Events

Early Delayed

* Anemia * Increased risk of bleeding
* Neutropenia * Atrial fibrillation

* Thrombocytopenia * Hypertension

* Rash

* Nausea

* Diarrhea

 Arthralgias

DANA-FARBER HARVARD MEDICAL

CANCER INSTITUTE *

SCHCOL
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MYDS88 and CXCR4 mutational status and
responses to ibrutinib

MYDS8LS  MYD88!26?  MYDSSWT
CXCR4VT CXCR4WHM CXCR4VT P

N= 34 21 7

Overall RR 100% 80.9% 57.1% <0.01

Major RR 88.2% 57.1% 28.6% <0.01

Treon NEJM 2015
DANA-FARBER @ Isl(/‘\'l‘((\/%l) MEDICAL

Novel pathways: novel agents

« MYDS88 mutations signals through
— BTK - ibrutinib
— PI3K - idelalisib
— BCL2 —venetoclax
— IRAK1/4 — IRAK1/4 inhibitors

* MYD88 homodimerizes to signal
— MYDS88 binding inhibitor

DANA-FARBER HARVARD MEDICAL
CANCER INSTITUTE @S{H( "
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PI3K6 Inhibition by Idelalisib in Patients with
Relapsed Indolent Lymphoma

754 [ 2 Patients had
no baseline
evaluation

M 1 Patient had

50 _ B LPL/WM (N=10)

T disease progres-
3= 25 sion on the basis
zZ32 of lymph node
= +
=B biopsy, no base-
§\ % 0o line evaluation
—

E
Tg O FL (N-72)
EE -25- [ SLL ( N=28)
= - O MZL (N-15)
-
e
v

-754

-100

Individual Patients (N=125)

Gopal et al. NEJM 2013

DANA-FARBER HARVARD MEDICAL

CANCER INSTITUTE SCHOOL

Responses to the anti-BCL2 agent ABT-199 in
previously treated NHL Patients
Overall Complete Partial Stable  Progressive
Response Response Response Disease Disease
Histology (CR +PR) n (%) n (%) n (%) n (%)
Total (n=33) 53% 3/36 (8) 16/36 (44)  9/36 (25)  7/36 (19)
MCL (n=11)* 82% 1/11 (9) 8/11 (73) - 1/11 (9)
FL (n=11) 27% - 3/11 (27) 8/11 (73) -
DLBCL (n=8) 38% 1/8 (13) 2/8 (25) 1/8 (13) 4/8 (50)
WM (n=3) 100% 1/3 (33) 2/3 (67) - -
MZL (n=2) 50% - 1/2 (50) - 1/2 (50)
MM (n=1) - - - - 1/1 (100)
Davids, ASH 2013
DANA-FARBER HARVARD MEDICAL

SCHOOL

CANCER INSTITUTE
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Summary

MYDS88 L265P is present >90% of WM patients and triggers
activation of BTK in WM cells.

CXCR4 mutations are present in 30-40% of WM patients, and
might confer resistance to ibrutinib.

The oral BTK inhibitor ibrutinib is safe, effective and
approved to treat patients with symptomatic WM.

PI3K inhibitors, CXCR4 inhibitors, MYDS88 blockers, BCL2
inhibitors to enter clinical trials.

DANA-FARBER HARVARD MEDICAL

CANCER INSTITUTE

SCHOOL
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Saad Zafar Usmani, MD, FACP

Dr. Usmani is the Director of Plasma Cell Disorder program and the Director of Clinical
Research in Hematologic Malignancies at the Levine Cancer Institute/Carolinas Healthcare
System in July 2013. He is an internationally recognized clinical and translational researcher
focused on plasma cell disorders in general, and high-risk multiple myeloma in specific. He is
a specialist in Hematology, Medical Oncology and Bone Marrow Transplantation. He also holds
an academic appointment as Clinical Professor of Medicine at the UNC School of Medicine.
He has research numerous research funding from the NCI, IME MMRF and other founda-
tions. Dr. Usmani received his medical education at Allama Igbal Medical College Lahore,
Pakistan. He completed a residency in Internal Medicine at Sinai-Grace Hospital MVayne State
University in Detroit, Michigan, and a fellowship in Hematology & Oncology at the University
of Connecticut Health Center in Farmington, Connecticut.

Prior to joining Levine Cancer Institute, Dr. Usmani was an Assistant Professor of Medicine
at the University of Arkansas for Medical Sciences in Little Rock, AR where he served as the
Director of Developmental Therapeutics at the Myeloma Institute for Research & Therapy. He
is a member of the International Myeloma Working Group, the SWOG Myeloma Committee,
the American Society of Hematology, the American Society of Clinical Oncology and the
American Society of Bone Marrow Transplantation. He is also serving on the ASCO Scientific
Committee on Lymphoma and Plasma Cell Disorders, the ASH Committee on Plasma Cell
Neoplasia, and the NCI Myeloma Steering Committee. He is on the editorial review board of
numerous medical journals, has authored/co-authored over 80 peer-reviewed manuscripts,
and over 100 abstracts at national and international meetings.
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Current Management of
Amyloidosis and POEMS

Saad Usmani, MD FACP
Director, Plasma Cell Disorders program
Director, Clinical Research
Department of Hematologic Oncology & Blood Disorders
Clinical Professor of Medicine, UNC School of Medicine

@

o
4
Levine Cancer Institute

Overview

+ Systemic AL Amyloidosis
— Diagnosis
— Pathogenesis
— Treatment
+ POEMS
— Diagnosis
— Pathogenesis
— Treatment
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What is Amyloidosis?

* An uncommon disorder in which proteins change conformation, aggregate,
and form fibrils that infiltrate tissues, leading to organ failure.

* Rudolph Virchow in 1854 adopted the term "amyloid“ to refer to tissue
deposits of material that stained in a similar manner to cellulose when
exposed to iodine

* Amyloidosis is a generic term that refers to the extracellular tissue deposition
of fibrils composed of low molecular weight subunits (most of which are in the
molecular weight range of 5 to 25 kD) of a variety of proteins.

* At least 25 different human protein precursors of amyloid fibrils are now
known.

Types of Amyloidosis

*Primary (Systemic AL Amyloidosis)
— Plasma cell dyscrasia leading to overproduction of Immunoglobulin light chains
— Clinical evidence of cardiac involvement occurs in up to 50 percent of patients

*Secondary (AA amyloidosis)
— Deposition of fragments of serum amyloid A protein, an acute phase reactant
— Associated with chronic inflammatory disorders (eg RA).
— Almost never produces clinically apparent heart disease (< 5%)

*Senile / Hereditary Amyloidosis
— Transthyretin deposits (TTR gene mutations)
— + Cardiac involvement, but much slower time course than AL
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MGUS leads to Systemic AL Amyloidosis

Progression of MGUS

Relative Risk

Kyle R et al. NEJM 2002

Clinical Presentation

Clinical featuees raising suspicion of amyloidosis
h

Wechalekar AD et al. Lancet 2016; 387: 2641-54
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Biopsy Features

CONGO RED STAINING ELECTRONIC MICROSCOPY CONGO RED STAINING IN
(Renal) (Renal) POLARIZED LIGHT(Fat Pad)
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Gertz et al. JACC 2015;66:2451-66

Determining Type of Amyloidosis is Imperative

| Known biopsy positive for amyloid |

'

Mass spectroscopy to identify subunit (immunohistochemisty if former not aval'l'éﬁle')" I

AL | TIR
I TTR gene sequencing I
Wild type Mutant

7

Autosomal-dominant familial
amyloid cardiomyopathy
“Bone marrow, serum '
and urine immunofixation, Age-related Genetic counselling
free light-chain assay cardiac amyloidosis. is recommended

Gertz M et al. Nat Rev Cardiol 2015;12:91-102
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Further Diagnostics

x

¥

Baseline tests of organ function
« Serum creatinine

+ eGFR

« 24 h proteinuria

+ FBC

« Liver function tests

« Clotting

< ECG

« NT-proBNP

« Troponin T/l

Confirmation of diagnosis
« Tissue biopsy or abdominal fat
aspiration for Congo red stain
« Fibril typing with IHC, IEM,
or LCMS

I

v v

v

y

Suspected AL amyloidosis Cardiac investigations
+ Serum and urine SPE/IFE « Echocardiogram

* Serum FLC For selected cases:

« Bone marrow « Cardiac MRI

aspiration/biopsy « " TcDPD/pyrophosphate scan

« Skeletalimaging

Suspected hereditary amyloidosis
« Appropriate genetic sequencing

Where available (to determine and
track whole body amyloid load):
*B|-SAP scintigraphy

Wechalekar AD et al. Lancet 2016; 387: 2641-54

Laboratory Testing Usually Reveals
Monoclonal Protein

+ SPEP
— Monoclonal Lambda or Kappa Light
chain spike
* Free serum light chains — lambda
more common

» The presence of a serum or urine
monoclonal paraprotein is
suggestive of AL amyloidosis, but it
alone does not firmly establish the
diagnosis.

— Pt may have senile cardiac amyloid
and unrelated MGUS with these
clinical findings.

Alb

*
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EKG Findings

* The most common abnormality = low voltage in the limb leads
— Occurs in approximately 50 percent of patients

» Other changes that can occur include
— 1st degree AV block (21%)
— atrial fibrillation or flutter (20%)
— Non-specific intraventricular conduction delay (16%)
— Ventricular tachycardia (5%)
— 2n or 3 degree AV block (3%)

Echocardiography

» Left ventricular wall thickening with
evidence of diastolic dysfunction.

» In more advanced disease, wall thickening
progresses resulting in a restrictive
cardiomyopathy with a non-dilated or small
LV cavity, bi-atrial enlargement

* Amyloid infiltration of the heart results in
increased echogenicity.
— "granular, sparkling" appearance of the
myocardium may be seen with high
quality myocardial visualization
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Cardiac MRI

* Global and sub-endocardial late
gadolinium enhancement (LGE) of the
myocardium — diagnostic of
amyloidosis.

* Most Amyloidosis programs are
utilizing for diagnostic work-up.

» Use as imaging modality of choice in
someone with normal echocardiogram
but high clinical suspicion for amyloid
cardiomyopathy

Treatment Options

Numberof  Response (%)
patients
Cloral, % of Organ
" (%
with complete
respone]
Sund.ud.(hcmr.;l.hu‘w
Oral melphalan-dexamethasons' " 46 4%
Crdaohaioh do-thalidomiche=ch i o] 75 %
Barteromib® 70 29%
Lenalidamide-desamethasons™ 2 3k
ASCT
i ¥ B7% (41%) 45%
ASCT 4n (a3 53
Risk-adapted ASCT (followed by comsoldation]™ 40 79% (58%) 70%
Nowvel chemotherapy combinations
Cyelophosphamid 1 th 41 81w (65%) 46%
Cyclophasphamide-lenalidomide-dexamethasone™ 35 BO% (11%) 3%
% ) So%
Pamalidomidedexamethasone™ 3 15%
tkazomib™ 16

“Unless otherwise specified. - »data not available. ASCT=autologous stem cell transplant.

free wn:lvil{yun‘r

38
17
At 17 months: 75%
16

2
34
AL 2 years: 5%

AL 2 years: 53%
7.4
At 2 yRars: 54%
12

survival (ycars)

51
34
B4

18
84
At 2years: 82%

AL 2years: 98%
31
At 2years: B1%
3

Wechalekar AD et al. Lancet 2016; 387: 2641-54
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Mel-Dex versus Mel-200 ASCT

Melphalan plus dexamethasone

404 P0.04

Overall Survival (%)
T

High-dose melphalan plus stem-cell rescue

T T T T T T T T T T T T T T T 1

0 1o 20 30 40 50 €0 70 80
Months since Randomization

Jaccard Aet al. N Engl J Med. 2007;357(11):1083-1093.

Prognostic Value of pro-BNP

11y
o &', i I
£ 8] i TTTTTTTTTTo
> T 00000  emeecscsccccse-.
< I
8 .6 H
- : P<.0001
o 4 3. iuvessesusunanasassiesensesonsioy
5 cTNT/proBNP b
o 2- stage No. Deaths MS (mo)
o — I-t 3 4  Notreached
o - It 24 5 Notreached
0 e -t 8 7 8.4
0 5 10 15 20 25 30 35 40
Months

Dispenzieri A et al. Blood. 2004;104(6):1881-1887.
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Revised Mayo Clinic Staging System

Assigned Relative proportion of Median survival,
stage patients in the primary months
cohort, %
1 (0 points) 25 94.1
2 (1 point) 27 403
3 (2 points) 25 14
4 (3 points) 23 5.8

A score of 1 is assigned for each of three variables: cardiac tro-
ponin T =0.025 ng/ml, NT-ProBNP >1,800 pg/ml and dFLC =18

mg/dl

Kumar S et al JCO 2012; 30:989-995.

Current Treatment Approach

Assess extent of organ involvement and stage disease

ECG, Echocardiogram, NT-proBNP, Troponin-T
eGFR, 24 hour proteinuria, Alkaline phosphatase, clotting

Excellent PS,
Limited organ involvement,
Good renal function,
Troponin-T <0.06 ng/ml and
NTproBNP <5000 ng/L

"Low Risk"
Consider ASCT with HDM
(Mel 200 mg/m?) or

Dose attenuated HDM-
ASCT with bortezomib
consolidation

Reasonable PS,
NT-proBNP <8500 ng/L

“Intermediate Risk"

Combination chemotherapy
MDex

or CTD
(CyBorD or BMDex)

NT-proBNP >8500 ng/L

"High Risk"
Cautious chemotherapy
with dose attenuated
regimens and close
monitoring
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Cardiac Transplant

* The majority with cardiac AL amyloidosis have significant non-cardiac
amyloidosis and are not suitable candidates for heart transplantation.

» Early cardiac transplantation did not address the underlying plasma cell
dyscrasia, which later progressed in other organs and/or returned in the
transplanted heart.

» Heart transplantation is followed by high—dose chemotherapy and autologous
HCT within a 12-month period. Long-term follow-up data in these patients is
not yet available, but several appear to have had an good results

Optimal Therapeutic Strategy =
Kill Clonal PCs + Remove Amyloid Fibrils

Clonal plasma cell disorder
Amyloidogenic Ig Multi-step process of .
O)D e Light chains ﬁ oligomer formation — - Amyloid Fibrils

:

Chemotherapy

Doxycycline ~ EGCG

mAb 11-1F4
mAb anti-SAP
mAb NEOD001

=] Reduction or interference 9) Direct organ toxicity

wmewmne| - Possible reduction or interference —q Enhances phagocytic clearance
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Anti-Amyloid Agents in Clinical Trials

Agent Active clinical trials Study population Key endpoints

EGCG Randomized phase 2 Cardiac involvement Change in left ventricular mass at 12 mo
NCTO2015312 = very good partial remission before therapy

EGCG Randomized phase 2 Cardiac involvement Cardiac response by NT-proBNP at & mo
NCTO1511263 > parial remission before therapy

Doxyeydine Phase 2 Newly diagnosed AL with vital organ (heart, kidney, liver) Amyloid organ response at 1y
NCTO2207556 involvement

mAb 11-1F4 Phase 1 psed ref AL with localized or vital safety, i dose
NCTO2245867 ongan involvement Assess reduction in amyloid burden

mAb anti-SAP Phase 1* Systemic amyloidosis, multiple types Establish salety and dose

(GSK2338852) NCT01777243 Aszsess reduction in armyloid burden

mAb NEODOO1 Phase 1-2° Previously treated AL with argan damage Establish safety and dose
NCTO1707264 Assess cardiac and renal responses

mAb NEODOO1 Phase 3 Newly diagnosed untreated AL with cardiac involvement, Time to composite of all-cause mortality or cardiac
NCTO2312206 NT-proBNP between 650 and 8500 nglL hospitalization

maAb NECQDOM Randomized phase 2b y treated AL with i cardiac Best cardiac response by NT-proBNP
NCTO2632786 dysfunction, NT-proBNP 850-5000 ng/L

Weiss B et al. Blood 2016

First-in-Human Phase I/ll Study of
NEODOO1 in Primary Amyloidosis

» Plasma cells overproduce light chains that misfold, aggregate and
become toxic amyloid

+ NEODOO1 neutralizes and disaggregates circulating soluble amyloid

* NEODOO1 clears deposited insoluble amyloid by inducing
macrophages to phagocytose amyloid

Gertz MA et al. JCO 2016;34:1097-103
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NEODOO1 Phase 1/2 Trial Design

Multiple ascending dose (3+3)

« 27 patients with AL amyloidosis -
Prior PC directed treatment and ongoing organ dysfunction 16 mglkg

* 7 cohorts; IV q28 days; determine MTD/RP3D .-

* All patients escalated to 24 mg/kg .- -

I

24 mg/kgt

8 mg/kg
4 mglkg

2 mglkg

7 1 mglkg
0.5 mg/kg

‘tMaximum of 2500 mg per dose permitted — 24 mg/kg selected based on patient body weight

Expansion
phase

Additional patients
with cardiac, renal,
and/or peripheral
neuropathy
involvement

< Evaluate the safety and tolerability of NEOD001 (NCT01707264)

Primary objectives .
of NEODO001

» Evaluate the serum PK of NEODOO1

Secondary objectives Assess the immunogenicity of NEOD0O1

Exploratory objective .

1V, intravenous; MTD, maximum tolerated dose; NT-proBNP, N-terminal pro-brain natriuretic

Determine MTD or recommended dose for future clinical study

Evaluate organ response (eg, NT-proBNP, proteinuria)

peptide; PC, plasma cell; PK, pharmacokinetics; RP3D, recommended phase 3 dose. Gertz MA et al. JCO 2016;34:1097-103

Patient Characteristics

Characteristic
Median age, years (range)
Median time since initial diagnosis, years (range)
Median no. previous regimens (range)
No. organ systems involved, n (%)
1

v N

3
Median time since last plasma cell directed treatment, months (range)

Data current as of February 28, 2015

N =27
60 (38-80)
2.46 (0.7-12.9)
2.0 (1-7)

9 (33)

9 (33)

9 (33)
5.4 (1.1-39.8)
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Cardiac Biomarker Response
Best Response Analysis

Evaluable (N = 14) All Patients (N = 27)

2 90 8 responders (57%) 2 90-

T 60 6 stable (43%) T 6o
g d, | T O
m E ) g
8 & oo 58S o0
= By 2 T -

g—eo— g—eo—

-90 - -90 -

For patients with baseline NT-proBNP 2650 pg/mL without progressive renal dysfunction
* Response: >30% and 300 pg/mL decrease in NT-proBNP

+  Progression: >30% and 300 pg/mL increase in NT-proBNP

«  Stable disease: neither response nor progression

Comenzo R et al, 2012; Palladini et al, 2012. 25

Renal Biomarker Response
Best Response Analysis

Evaluable (N = 15) All Patients (N = 24)

o 100 9 responders (60%) o 100

3w 6 stable (40%) 5 o

s @ s @ 40

2§ 2§ 2

o = 3 & 0
S S

it fg o

o o -60

X X -80

-100

For patients with baseline proteinuria 20.5 g/24 hours

+ Response: >30% decrease in proteinuria or a decrease in proteinuria to <0.5 g/24 hours in the absence of
renal progression

+  Progression: >25% worsening in eGFR

+ Stable disease: neither response nor progression

Palladini et al. 2014. 26
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Global AL Amyloidosis Study

NEODO001-CL002 e
VITAL

AMYLOIDOSIS
STUDY

A Phase 3, Randomized, Multicenter, Double-Blind, Placebo-Controlled,
2-Arm, Efficacy and Safety Study of NEODOO1 Plus Standard of Care vs.
Placebo Plus Standard of Care in Subjects with AL Amyloidosis

(NCT02312206)

27

Key Takeaways - Amyloidosis
* Recognize the clinical symptoms/signs.
» Thorough work-up for type of amyloidosis.

» Treatment decisions are based on performance status and degree of
cardiac dysfunction.

» Targeting amyloid with immunotherapy may represent a new
therapeutic platform for the treatment of patients with AL amyloidosis

28
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POEMS

Historic Perspective

1956: Crow, OSM with neuritis and other ‘striking features’

1970s: Multiple cases, ‘striking features’ more likely in OSM than MM (washita H.

Neurology 1977, 27:675-681 & Driedger H. Arch Intern Med 1979;139:892-896)

1980: Bardwick, two cases, review of literature and ‘POEMS’

1980s. Two series of >100 pts from Japan (rakatsuki K Jpn J Giin Oncol 1983,13:543-555 & Nakanishi T

Neurology 1984;34:712-720)
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What is POEMS?

* Also known as Crow-Fukase Syndrome, Takatsuki’s
Syndrome.

Peripheral neuropathy
Organomegaly
Endocrinopathy
Monoclonal protein
Skin changes

Clinical Features - Mayo Clinic Experience

100 (1 1

90
80
70
60
50
40
30
20

10
o

Dispenzieri A,et al. Blood. 2003;101:2496-2506.
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Diagnostic Criteria

1. Polyneuropathy
2. Monoclonal plasma cell dyscrasia (almost aiways )
. Sclerotic bone lesions

=W

. Castleman’s disease

4]

. Vascular endothelial growth factor elevation

Organomegaly (splenomegaly, hepatomegaly, or LA)
Extravascular volume overload (edema, pleural eff, or ascites)

o N

Endocrinopathy

©

Skin changes (hyperpigmentation, hypertrichosis, glomeruloid
hemangiomata, plethora, acrocyanosis, flushing, white nails)

10. Papilledema
11. Thrombocytosis / polycythemia®

Y

pathy and | plasma cell disorder present in all patients; to make
diagnosis at least one other major criterion and 1 minor criterion is required to make diagnosis

Pathogenesis

* Nearly all cases have lambda light
chain restriction.

-FISH POEMS MGUS, AL, % MM, .
. , | Abn (n=27), % % ' %
. Often confused W|th Castlleman s Del 13 s 550 | 33 o
Disease due to angio-follicular LN
hyperplasia. t(11;14) 11 15-30 | 46-55 | 16
t(4;14) 0 2-10 0 15
* Bone sclerosis. 17p- 7

« Distinct cytokine profile.

Bryce et al. ASCO 2007
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Distinct Cytokine Profile

20 R — * Increased levels of . . '
' i VEGF in POEMS ) r I 1
20 [ Muttiple mysloma, n=16 Othef cytokines Watanabe 1996: 3500
NOT increased: 3000

Soubrier 1997
+ IL-4, IL-10, TGFp1
* Angiogenesis factor
*endothelial survival

2600 7 u
2000 |_|
receptors: & proliferation

*IL-1ra, sTNFr(ps58p75) 500 % é
IL-1p TNFa L6 -z IFNy s 1

P00 el 005 e 0001
* Factor of vascular

o Normal ~ POEMS MGUS
permeability =60 N=11 N=11

1 levels of cytokine

Serum VEGF, pgimL
3
2

Gherardi et al, Blood B87:1458-65, 1096
Scarlato M (2005). Brain 128:1911-1920

Treatment Strategies

TREATMENT IMPROVEMENT %

RADIATION >50
ALKYLATOR-BASED THERAPY >40
CORTICOSTEROIDS >15
HIGH DOSE MELPHALAN WITH >90

STEM CELL TRANSPLANT
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A. Overall survival in 99 patients receiving conventional dose chemotherapy.
B. After peripheral blood stem cell transplant. Published world experience
including 16 Mayo patients and 11 previously reported patients.

100 A 100 ‘ B.
. \%_\; -
% 0 ot
P ®
s 2
a Cw
S u-
g4 a
]
20 ) 20
n=99 n=27
o
0 T T T
0 25 50 % 100 125 o 20 40 60 80 100 120 140
Time, months Time, months

Dispenzieri A.et al. Blood. 2003;101:2496-2506.

Experience with Novel Agents

» Case reports/series with :
— Lenalidomide based combinations (Len-Dex, Len-Cy-Dex )
— Bortezomib based combinations (Bor-Dex, CyBorD, etc.)
— Bevacizumab alone or in combination with chemotherapy
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Key Takeaways - POEMS
* Make the right diagnosis.

* High dose melphalan and autologous stem transplant upfront is
favored.

* Novel agents can be used as salvage therapy.

39

Thank you for your attention!

LCI-Pineville

-Lincoln
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Facilitated subcutaneous immunoglobulin administration
(fSClg): a new treatment option for patients with secondary
immune deficiencies

Igor-Wolfgang Blau?, Niall Conlon®, Robert Petermannc, Nikolai Nikolov® and Torben Plesner®

2Medizinische Klinik mit Schwerpunkt Hamatologie, Onkologie und Tumorimmunologie,
Charité — Universitatsmedizin, Berlin, Germany;

®Department of Immunology, St. James’s Hospital, Dublin, Ireland;

°Baxalta Innovations GmbH, Vienna, Austria;

9Baxalta GmbH, Zurich, Switzerland; ¢Vejle Hospital, Vejle, Denmark

ABSTRACT

The number of patients with secondary immune deficiencies (SID) is on the rise, mostly since
the arrival on the market of novel targeted therapies that have increased the survival rates
of patients with hematological malignancies. The recent changes in the SID landscape have
brought with them new and diverse medical needs that treatments for SID management
should strive to meet. In this special report, we study the opportunities provided by facilitated
subcutaneous immunoglobulin administration (fSClg) to treat patients for whom the
conventional routes (intravenous and subcutaneous) are suboptimal. Experts in the treatment
of SID describe real-life cases from their daily practice, in which fSClg has led to reducing the

burden of treatment and increasing the treatment satisfaction.

fSClg in PID

The efficacy and safety of fSClg for infection
prevention in patients with PID were evaluated
in 87 patients enrolled in an open-label, phase
Ill study. Patients received 10% IVIg for 3
months after which they were switched to fSClg
and followed up for 14-18 months. This study
showed that fSClg could be administered to
patients with PID as a single dose infused every
3—-4 weeks at rates comparable to those of IVIg.
Under these conditions, the bioavailability of
fSClg was demonstrated to be bioequivalent to
that of IVIg, as per FDA guidelines. The efficacy
of fSClg, as measured by infection rates
per subject year was similar to 1IVlg (2.97 for
fSClg vs. 4.51 for IVIg) and the rate of serious
bacterial infection per subject year was low, well
below the limit preset by FDA. In patients with
PID, fSClg caused fewer systemic reactions
than IVIg (8.3% vs. 25.0% of infusions). Local

reactions were generally mild to moderate, at
a rate of 0.2 per infusion, comparable to the
reported with other SCIg preparations (Table 1).
Of note, the speed of infusion was ~10 times
higher than with conventional SClg and the
mean volume per site was ~10-15 times higher
than with conventional SClg.

The administration of 500 mL in one single
site in a real-life PID patient is shown in Figure
1 (courtesy of Baxalta). While non-neutralizing
antibodies to rHuPH20 were detected in 18% of
patients, this did not correlate with an increased
risk of adverse events or with loss of efficacy
of the product. In most subjects, the antibody
titers declined, despite the continuous exposure
to rHUPH20. At the end of the study, 78.6% of
patients preferred to continue fSClg, 14.3%
chose to go back to IVIg, and 7.1% reverted to
SClg. As a result, fSClg was approved by EMA
in May 2013 and by the FDA in September 2014.



Table 1. General characteristics of [Vlg, SClg, and fSClg.

Attribute Vg SClg fSClg
Number of infusion sites ~ Typically 1 Multiple sites (up to 16/ Typically 1
month for 20% SClg)

Frequency of infusions Generally once every 3-4

weeks (~2 h/infusion)

Bioavailability 100% of dose administered

Risk of local ADR Lower risk relative to SClg

Peak-to-trough variation  Large

Risk of systemic ADR Increased risk relative to
SClg

Administration options Requires medical
supervision

Requires venous access

Can be administered in
hospital or office setting

Generally weekly (1-2 h/
infusion)

~60-70% of IVIg at 1:1
dosing; requires dose
adjustment in the United
States

Increased risk relative to
IVig

Low, leads to near constant
19G levels

Lower risk relative to IVlg

Self-administration; no
medical supervision
required after training

No venous access required

Generally once every 3-4
weeks (~2 h/infusion)

PK equivalence to IVIg at 1:1
dosing

Increased risk relative to
IVig

Similar to SClg

Lower risk relative to IVIg;
similar to SClg

Self-administration; no
medical supervision
required after training

No venous access required

Can be administered in
hospital or office setting

ADR: Adverse drug reactions; fSClg: facilitated subcutaneous immunoglobulin; HCP: health-care provider; IVIg: intravenous
immunoglobulin; PK: pharmacokinetics; SClg: subcutaneous immunoglobulin.

fSClg - responding to the new
treatment needs in SID

By extrapolating the results obtained in PID,
fSClg is also indicated for the management
of infections in SID, and physicians have
been accumulating experience in this patient
population. We present three cases, which
illustrate the new opportunities provided by
fSClg for patients with SID. These cases

are taken from the authors’ own clinical

experiences.

Case 1 — Hospital-based fSClg a frail patient

Elderly patients with hematologic malignancies
often suffer from multiple comorbidities and are
likely to endure more serious consequences
from adverse events than healthier patients. In

After 300 mL

After 500 mL

24 hours after

Prior to HyQvia

infusion HyQvia infused HyQvia infused HyQvia infusion

Figure 1. Administration of 500 mL fSClg in a 38-year-old male patient with PID. The first pane shows the patient
before administration. In the second pane, 300 mL have been infused: a dispersed and large bump appears. In the
third pane, the full 500 mL have been infused in one single site, resulting in a large bump well distributed over the
entire abdominal area. The last pane shows the patient 24 hours after infusion: a large portion of fSCIg has already
been absorbed, within the next 24 hours the abdominal area will return to its normal state. Images reproduced with
kind permission from Baxalta.



80-year-old female, stage IV follicular lymphoma

Figure 2. Serum IgG levels of an
80-year-old patient with stage IV

fSCIG

follicular lymphoma. The red and green
lines show the lower and upper limits of

normal, respectively. After hospitalization
due to infectious episodes, 1VIg

treatment was attempted on 2 occasions
but had to be discontinued due to

Serum IgG (g/L)

systemic adverse events. fSClg (30 g
every 3 weeks) was initiated in January
. 2015, after the fifth successive infectious

0 T T T T T
Oct-06 Feb-08  Jul-09

these patients, using IVlg can be problematic
due to the relatively high rate of systemic
adverse events, but also due to the need for
good venous access.The case of an 80-year-old
female patient with Stage IV follicular lymphoma
is a good example of the opportunities offered by
fSClg in patients with SID. The patient received
rituximab-based chemotherapy treatments in
2007, 2010 and 2013. As a consequence, a
secondary hypogammaglobulinemia developed
and led to 5 infections requiring prolonged
hospital admission (Figure 2). The patient’s
prognosis considerably worsened with every
infectious episode and resuscitation options
were discussed during the last admission. In
this patient, hypogammaglobulinaemia was first
noted in 2013 with serum IgG levels <5 g/L.
The primary team attempted IVIg administration
twice, but infusion caused each time an
adverse reaction severe enough to warrant
discontinuation. As a consequence, IgRT was
deemed not suitable for this patient. However,
following clinical immunology assessment in
late 2014 (when IgG levels had fallen to 2.17 g/L
with concomitant low IgA and IgM), alternative
approaches for IgRT were explored.
Subcutaneous administration was investi-
gated to circumvent the patient’s poor venous
access and history of systemic reactions. Due
to the poor dexterity and challenging social
circumstances of this elderly patient, SClg
home-therapy was dismissed. Furthermore, the
patient could not commit to attend a hospital day-
ward for weekly SClg infusions. fSClg offered a
practical solution to these challenges,allowing
for short (90-minute), 3-weekly, 30 g
subcutaneous infusions to be administered at
the hospital day-ward. Since starting treatment
in January 2015, the patient has not had
any infection needing hospitalization, and no

T

Nov-10  Apr-12  Aug-13  Dec-14 May-16

episode that required hospitalization.

adverse reactions to IgRT were reported. She
has resumed her normal lifestyle and has been
able to take holidays for the first time in years.
The patient has been followed up for 15 months
since fSClg initiation, and is continuing therapy.

In this example, fSCIg offered a practical
solution to treat a patient for whom none of the
conventional administration strategies were
suitable. fSClg allowed this elderly patient with
SID to prevent recurring and life-threatening
infections.

Case 2 — Home-based treatment

Patients receiving medication for chronic
conditions or malignancies should avoid taking
additional treatments on the same day — such
as IgRT — in order to unambiguously identify the
cause of potential adverse events. Therefore,
patients who regularly travel to receive treatment
in a hospital facility may particularly benefit from
the possibility of receiving additional therapies
at home. The case of a 62-year-old patient
treated in Denmark is a good example of the
opportunity that fSClg provides for home-based
treatment. This previously healthy male was
diagnosed with MM in November 2011 and
treated with chemotherapy and autologous stem
cell transplantation. After disease progression in
March 2014, the patient was enrolled in a study
of the monoclonal antibody daratumumab. The
patienthad a very good response to treatment and
monthly maintenance infusions were continued.
This patient’s serum IgG, IgA and IgM levels were
low since the MM diagnosis (2.9 g/L, 0.64 mg/
dL, and 0.32 mg/dL, respectively). In spring 2014,
the patient was hospitalized due to a severe
systemic infection of unknown primary origin.
This episode triggered IgRT initiation. From then
on, the patient received 20 g IVIg every 4 weeks,



62-year-old male, with stable MM

2
. (i IG fSCIG Figure 3. Serum IgG levels of a 62-year-old
%',, 15 patient with stable multiple myeloma. The
5 v v red and green lines show respectively the
= 10 lower and upper limits considered normal.
§ IVIg therapy (20 g per month) was initiated
$ Le—0—o® in spring 2014, after an infectious episode
5 — v * that required hospitalization. The patient
switched to home-based fSClg (20 g every
0 T T T T T 1 4 weeks) in June 2015.
Jun-14 Sep-14 Dec-14 Apr-15 Jul-15 Oct-15 Jan-16
51-year-old female in remission from fNHL
Figure 4. Serum IgG levels of a 51-year-old
20 VIG SCIG patient in remission from follicular Non-
g i f Hodgkin Lymphoma. The red and green
2 15 1 lines show the lower and upper limits of
1_3, v normal, respectively. IVIg therapy (40 g per
e 10 month) was initiated in summer 2012, to
g manage chronic and recurrent infectious
D5 events. The patient switched to biweekly
fSClg (20 g every two weeks) in July 2014
0 . . . . . . . and to weekly fSClg infusions (10 g per

Apr-12 Oct-12 May-13 Nov-13 Jun-14 Dec-14 Jul-15 Jan-16 Aug-16

which maintained serum IgG levels of 5 g/L with
no new infectious episodes (Figure 3).Because
the patient is very active and works as a school
teacher, the two monthly trips to the hospital for
daratumumab maintenance and [VIg infusions
were cumbersome. In June 2015, the treatment
regimen was switched to 4-weekly 20 g fSClg,
which had a positive impact on the patient’s
health-related quality of life predominantly as a
result of the decreased travel time and the ability
to selfadminister fSCIlg at home. The patient
has been followed up for 8 months since fSClg
prescription, and is continuing therapy.

Case 3 - High flexibility in administration
frequency

fSClg allows the delivery of larger volumes
per infusion site at faster rates compared with
conventional SClg. Full monthly doses can be
administered by fSClg at a single infusion site,
once every 2—-4 weeks, which is the preferred
option for many patients, including the one
described in case 2. However, other patients
are more comfortable with more frequent

week) in January 2015.

fSClg infusions which require shorter infusion
times, and which avoid the physical discomfort
associated with (very) large infused volumes.
This is the case of a 51-year-old female patient
who was diagnosed with follicular Non-Hodgkin
Lymphoma (fNHL) in 2010 and is in complete
remission since 2012. In summer 2012, the
patient started receiving IVIg (40 g/month) as a
response to recurring fever episodes of unknown
origin and chronic sino-bronchitis. Because the
patient lives far from the infusion facility, it was
decided to replace her monthly 40 g IVIg infusion
with bi-weekly self-administered 20 g fSClg
infusions in July 2014. After a few months’ trial,
the patient communicated to her physician her
preference for weekly 10 g infusions (40 g per
month) and has been self administering fSClg
according to this regimen since January 2015.
Despite changes in fSClg infusion frequency,
the patient’s serum IgG levels have remained
stable (Figure 4). She has not required additional
antibiotics, has not reported any infectious
episodes and feels healthy. The patient has been
followed up for 20 months since fSClg initiation,
and is continuing therapy.
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Wskazania do stosowania:
o Szpiczak mnogi:

Leczenie dorostych pacjentéw z nieleczonym uprzednio

szpiczakiem mnogim, ktorzy nie kwalifikuja sie

do przeszczepu.

W skojarzeniu z deksametazonem leczenie dorostych

pacjentéw ze szpiczakiem mnogim, u ktérych uprzednio

stosowano co najmniej jeden schemat leczenia.
MDS:

Leczenie pacjentéw z anemia zalezng od przetoczen

w przebiegu MDS nizszego ryzyka, zwigzanych

z nieprawidtowoscia cytogenetyczng w postaci
izolowanej delecji 5q, jezeli inne sposoby leczenia

53 niewystarczajace lub niewfasciwe.

'V REVLIMID® Skrécona informacja o leku: Revlimid: 2,5 mg, 5 mg, 7,5 mg, 10 mg, 15 mg, 20 mg i 25 mg, kapsutki twarde.
Przed przepisaniem produktu nalezy zapoznac si¢ z Charakterystyka Produktu Leczniczego (ChPL). Sktad jakosciowy i iloSciowy:
Kapsutki zawieraja odpowiednio 2,5, 5, 7,5, 10, 15, 20 lub 25 mg lenalidomidu. Wskazania do stosowania: Szpiczak mnogi:
1. leczenie dorostych pacjentéw z nieleczonym uprzednio szpiczakiem mnogim, ktdrzy nie kwalifikuja sig do przeszczepu
2. w skojarzeniu z deksametazonem leczenie dorostych pacjentow ze szpiczakiem mnogim, u ktdrych uprzednio stosowano
co najmniej jeden schemat leczenia. Zespoly m/e/adzsg/aswzns leczenie pacjentdw z anemig zalezng od przetoczen w przebiegu
zespolow 0 niskim lub posrednim-1 ryzyku, zwwazanych z meprawwdmwosmq cytogene‘ycznq w pustac\
izolowanej delecji 5q, jezeli inne sposoby leczenia sa i sposdb

ICH ZYCIE

Reviimid

lenalidomid

pacjentdw, u ktdrych uprzednio wystgpowaly reakcje alergiczne w trakcie leczenia talidomidem. Cigzkie reakcje skdrne: W przypadku
wystapienia ztuszczajacej lub pecherzowej wysypki, lub podejrzenia zespotu Stevensa-Johnsona (SJS) lub toksycznej rozplywnej
martwicy naskorka (TEN), zakoriczy¢ stosowanie lenalidomidu, a po ustapieniu objawéw nie wznawiaé. W przypadku wystapienia
innych form reakcji skornej, zaleznie od stopnia ich cigzkosci, rozwazy¢ przerwanie lub zakoriczenie leczenia. Nie stosowaé
lenalidomidu, jesli w przeszlosci wystapifa cigzka wysypka w zwiazku z leczeniem lahdom\dem Zarma Regularnie kontrolowac wzrok.
Drugie pierwotne nowotwory: Przed rozpoczeciem terapii w skojarzeniu z io po leczeniu z

duzych dawek melfalanu i komorek nalezy uwzglednié ryzyko wystapienia
nowotworu. Przed oraz w trakcie leczenia dokfadnie badac pacjentéw, czy wystepuja u nich

Dawkowanie konlynuuje sie lub modyfikuje na podstawie obserwacji khmcznych i wynikow laboratoryjnych. zak
mnug 1. Lenalidomid: 25 mg doustnie raz na dobg w dmach 1- 21 w 28-dniowych cyklach w sko|arzemu

rugiego
drugie p\erwotne nowotwory oraz wdrazac leczenie zgodnie ze Progresja do ostre] biafaczki szpikowej u pacjentow
Z_zespolami 0_niskim _lub_posrednim-1_ryzyku: Stosunek korzysci do ryzyka u pacjentow z zespotami

informacja nt. w ChPL. Pacjenci moga
\eczeme lenalidomidem i deksametazonem do progresji choroby lub metoleranc]\ 2. Lenalidomid: 10 mg doustnie raz na dobe
w dniach 1-21 powtarzanych 28-dniowych cykli w skojarzeniu z Po 9. cyklu lub
zakoriczeniu terapii skojarzonej pacjenci leczeni sa lenalidomidem w monolerapn w dawce 10 mg/dobe doustnie w dniach 1-21
powtarzanych 28-dniowych cykli do progresji choraby. 0 informacja nt. melfalanu i prednizonu
w ChPL. Szpiczak mnogi u pacjentdw, u kidrych stosowano uprzednio co najmniej jeden schemat leczenia: | 25 mg
doustnie raz na dobe, w dniach 1-21 w powtarzanych 28-dniowych cyklach w skojarzeniu z deksametazonem. Szczegétowa
informacja nt. w ChPL. Zespoly Lenalidomid: 10 mg doustnie raz na
dobg w dniach 1-21 w powtarzanych 28 -dniowych cyklach. Dzieci i miodziez: Nie stosowac w wieku od 0 do 18 lat. Pacjenci
w podeszlym wieku: Zachowac ostroznos¢ podczas doboru dawki i kontrolowac czynno$¢ nerek. Pacjentdw z noworozpoznanym
szpiczakiem mnogim w wieku >75 lat, dokladnie zbada¢ przed decyzja o wdrozeniu leczenia. Stosowanie u pacj enmwzzabufzemam/
ymuscr nerek: Reviimid jest wydalany giéwnie przez nerki; zachowac os!roznosc podczas doboru dawki i czynnosce

mielodysplastycznymi z delecjg 5q oraz zlozonymi nieprawidtowosciami cytogenetycznymi jest nieznany. Mutacja genu TP53 zwigksza
ryzyko progresji do ostrej biataczki szpikowej. Niefolerancia laktozy: Nie stosowac u pacjentéw z nietolerancia galaktozy, niedoborem
laktazy lub zespotem zlego wehfaniania glukozy-galaktozy. Niewykorzystane kapsutki: Poinformowac pacjentéw, by nie przekazywali
leku innej osobie, a po zakoriczeniu leczenia zwrécili wszystkie niewykorzystane kapsutki do apteki. Interakeje z innymi lekami
i inne rodzaje interakcji: Ostroznie stosowac czynmk\ erytropoetyczne i leki zwigkszajace ryzyko zakrzepicy, oraz scisle kontrolowac
stezenia warfaryny i d\goksyny Scidle ¢ dziatania Ir4 stosowaniu ze statynami. Deksametazon
moze zmniejszac Srodkéw Cigza i Iaklacla Nie stosowac leku u koblel mezamyoh
Podczas leczenia przerwac karmienie piersia. Wptyw na zdolnosé pojazdow

urzadzeii mechanicznych w ruchu: Zglaszano zmeczenie, zawroty glowy, sennosc i niewyrazne widzenie, wu;c zaleca sig
oslroznusc podczas pruwadzema pojazdéw i obslugi urzadzen mechanicznych. Przedawkowanie: Zaleca sie leczenie

mformaca nt. dawki w ChPL. P 8¢ na substancje czynng lub
ktoquolwwek substanqe pomocmczq‘ kobiety cigzame; komety mugqce zajsc w cigze, jesli nie zoslaﬁy spefnione wszystkie warunki
Programu Ciazy. Specjalne Ostrzezenie dotyczace ciazy:

Dziatania Zapalenie pluc; zakazenie gornych drog oddechowych; zakazenia bakteryjne; wirusowe
i grzybicze (wiaczajac oponumstyczne) zapalenie jamy nosowo-gardiowej; zapalenie gardta; zapalenie oskrzeli; posocznica; zapalenie
zatok; rak rak ostra biataczka szpikowa; zespdt mielodysplastyczny; rak p#askokomorkowy
skary; ostra biafaczka limfoblastyczna z Komnrek T, zespot rozpadu guza;

Revlimid ma budowe zblizona do talidomidu, ktory powodue o\gzk\e zagrazajace zyciu wady wrodzone. W przypadku stosowania niedoknwistos¢; zaburzenia
lenalidomidu w trakcie ciazy mozna oczekiwac wystapienia dziatania teratogennego u ludzi. Wszystkie pacjentki, a takze pacjenci, knwotoczne; leukopenia; goraczka hemoliza; N m
ktérych partnerki moga zajs¢ w ciazg, musza spetnia¢ warunki Programu Zapobiegania Ciazy. Nie zaleca sig reakcja tarc‘zyoy‘ tarczycy;
wkiadek uwalniajacych miedz, szczego\me u pacientek z neutropenia lub trombocytopenig  (ryzyko zekazenia W trakcie ich ODH\ZUW apetyt; asy; hiperurykemia; odwodnienie;
ia i utraty krwi doustnych $rodkow w czasie leczenia i przez cukrzyca; Oakmeme‘ Zzelazem; depresja; bezsennosc;
4-6 tygodni po jego Zakoﬂczemu [ryzyko Zy\nej choroby zakrz i( stosowanie moze utrata popgdu piciowego; zmiany nastm]u neuropatie obwodowe (z wylgczeniem neuropatii ruchowej); zawroty glowy; drzenie;
zmmejszac Rozwazyc' podanie u pacjentek zaburzenia smaku; bo\ gmwy‘ alaksa zaburzema réwnowagi; epizody mozgowo-naczyniowe; zawroty glowy; omdlenia; krwotok
i i systemami u pacjentek z Przez okres leczenia, podczas przerwy jiedokrwienny; parestezie; zaéma; niewyrazne widzenie; zmniejszona

w podawaniu leku i przez 1 tydzien po zakoriczeniu leczenia, pacjenci pici meskiej musza uzywac prezerwatyw, jesli partnerka moze
zaj8¢ w cigze, a nie stosuje amykoncepcp Podczas \eczema oraz przez 1 tydzien po zakoriczeniu leczenia pacjent nie moze oddawac
krwi. Inne specjalne i smdkl ia: Zawal migsnia_sercowego: Pacjentow
2 czynnikami ryzyka dokfadnie ¢ ryzyko. Epizody choroby rowej 2yt i tetnic: Doktadnie

ar n
ostros¢ widzenia; $lepota; gluchota (wbaczajac niedostuch); szumy uszne; migotanie przedsionkéw; bradykardia; zaburzenia rytmu;
wydiuzenie odstgpu QT; trzepotanie przedsionkéw; dodatkowe skurcze komorowe; zawal migsnia sercowego (wiaczajac ostre
przypadki); zastoinowa $¢ serca; tachykardia; $¢ serca; choroha 1 581ca, epizody Zylnej choroby

obserwowac pacjentéw pod katem ublawow szczegdinie pacjentéw z czynnikami ryzyka zylnej choroby zakrzepowo-zatorowej
(zakrzep\cy oy g!ebokn:n i zammwusm pbucnen oraz choroby zakrzeuowo zatorowej tetnic (zawalu migsnia sercowego oraz epizodow
oraz ryzyko. pacjentow, aby zgfaszali sig do lekarza, jesli zaobserwuja:
dusznosé, bl w klatce piersiowej, obrzeki nog lub ramion.Ostroznie stosowac hormonalng terapie zastepcza, czynmk\ wplywajgce na
erytropoeze oraz inne leki mogace zwieksza¢ ryzyko zakrzepicy. Przy Hb>12 g/dl zakoriczy¢ leczenie czynnikami wptywajacymi na
erytropoeze. Stosowac profilaktyczne leki przecnwzakrzepowe 2wiaszcza u pacjentow z czynmkam\ ryzyka zakvzep\cy Jeze\l wystepuja
epizody choroby zakrzepowo-zatorowej przerwac leczenie i rozpocza¢ terapie sie
stanu, po ocenie ryzyka i kurzyscl mozna ponownie podja¢ Ieczeme Ienahdum\dem w pierwotnej dawce, slosu]chednoczesme terapig
i Nalezy ¢ pacjentéw o szybkiego zgtaszania epizodéw
gorgczkowych i zwrdcenia uwagi na krwawienia i wybroczyny. Konieczne moze by¢ zmniejszenie dawki leku (pefna informacja w ChPL),
a w przypadku neutropenii zastosowanie czynnikéw wzrostu. Oznacza¢ morfologie krwi, obejmujaca: liczbg krwinek bialych
2 rozmazem, liczbe plytek krwi, stezenie Hb i hematokryt, przed rozpoczeciem leczenia, co tydzier przez pierwsze 8 tygodni,
a nastepnie raz w miesiacu. Zachowac ostroznos¢ przy jednoczesnym podawaniu innych lekéw mielosupresyjnych lub mogacych
olywa¢ krwawienie. Zakazenia z_neutropenia lub_bez neutropenii: Nalezy pouczy¢ pacjentow o koniecznosci szybkiego
skontaktowania sie z lekarzem w przypadku plerwszych objawow zakazenia [kasze\ qgoraczKa, itd.). Scisle monitorowac pacjentow ze
znanym ryzykiem zakazenia. Zaburzenia czynnosci ne/sk Kunlm\uwac czyrmsc nerek i starannie dobrac dawke, 2 wzg\edu naryzyko
dziatar Zaburzenia watroby: ¢ czynno$¢ watroby,
szczegolnie u pacjemow Z wirusowym zakazeniem wa(roby w wywiadzie, lub przy jednoczesnym s(osowamu z produktami leczniczymi,
ktore zaburzajg czynnos¢ watroby. Pacjentéw z mnogim ohserwac pod katem tolerancji

w terapii skojarzonej, z wieku, szpiczaka
(( gene

Ill stopnia zaawansowania, sprawnosci w skali ECOG <2 Iub Klirensu
MDS: zespoty mielodysplastyczne

Celgene sp. 2 0.0.
ul.Krdlowej Marysienki 74
02-954 Warszawa

tel.: +48 22 550 37 00
fax: +48 22550 37 11

kreatyniny <60 mi/min. Czynnos¢ tarczycy: Przed rozpoczeciem leczenia
zaleca sig optymalng kontrole wspdtistniejacych chordb majacych wplyw na
czynno$¢ tarczycy. Kontrolowaé czynno$¢ tarczycy na poczatku i podczas
leczenia. Zespdt lizy guza: Kontrolowac pacjentéw z duzym guzem i podjac

Srodki ostroznosci. Reakcje alergiczne: Dokfadnie obserwowac

-zatorowej, géwnie zakrzepicy 2yt glebokich i i plucnej; zapalenie
naczyn; jienie obwodowe, zapalenie zatok zy\nych czaszki; dusznosc
krwawienie z nosa; Dstre 16 zapalenie 6w piucnych; biegunka; zaparcia; bél brzucha

(wlaczajac bél nadbrzusza); nudnosci; wymioty; niestrawnos¢; krwawienie z przewodu pokarmowego (wigczajac: krwawienie
z odbytnicy, krwawienie z guzkéw krwawniczych, krwawienie z wrzodéw zotgdka, krwawienie dzigsef); suchosc W jamie ustnej;
zapalenie jamy ustnej; utrudnione polykanie; zapalenie okreznicy; zapalenie katnicy; bol zebéw; zapalenie trzust prawidiowe
wyniki badan czynnosciowych watroby; niewydolnosé watroby, w tym ostra (odnotowano przypadki $miertelne); zastdj zdkci; zapalenie
watroby: toksyczne, mieszane wysypki; $wiad; pokrzywka; nadmierna
potliwosé; sucha skéra; nadmierna pigmentacja skory; egzema; rumien; odbarwienie skory; nadwrazliwosé na $wiato; wysypki;
obrzgk naczynioruchowy; zespét Stevensa-Johnsona; toksyczna rozplywna martwica naskérka; leukocytoklastyczne zapalenie naczyn;
kurcze migsni; bél kosci; bl i uczucie dyskomfortu zwiazane z tkanka migsniowo-szkieletowg oraz faczna; bél stawéw; ostabienie
migsni; obrzeki stawdw; bl migsni; bol migdniowo-szkieletowy (wiaczajac bol plecow oraz koriczyny); niewydolnosc nerek, w tym
ostra; krwiomocz; zatrzymanie moczu; nietrzymanie moczu; nabyty zespdt Fanconiego; martwica kanalikéw nerkowych; zaburzenia
wzwodu; zmeczenie; obrzek, w tym obwodowy; gorgczka; astenia; objawy grypopodobne (wiaczajac goraczke, kaszel, migsniobél, bél
migsniowo-szkieletowy, bél glowy, drzenia); bol w Klatce piersiowej; letarg; zwigkszone stezenie biatka C-reaktywnego; upadki;
stiuczenie; perforacja przewodu pokarmowego; rabdomioliza. Szczegélowe dane dotyczace wskazan, dawkowania i dziatan
niepozadanych dla poszczegéinych prezentacji leku — patrz ChPL. PODMIOT ODPOWIEDZIALNY: Celgene Europe Limited,
1 Longwalk Road, Stockley Park, Uxbridge UB11 1DB, Wielka Brytania. POZWOLENIA NA DOPUSZCZENIE DO OBROTU:
Revlimid 25 mg — EU/1/07/391/004; Revlimid 20 mg — EU/1/07/391/009, Revimid 15 mg - EU/1/07/391/003,
Revlimid 10 mg - EU/1/07/391/002, Reviimid 7,5 mg — EU/1/07/391/006, Reviimid 5 mg — EU/1/07/391/001 i EU/1/07/391/008,
Revlimid 2,5 mg - EU/1/07/391/005 i EU/1/07/391/007

Produkt leczniczy wydawany na recepte do zastrzezonego stosowania — Rpz.

Szczegdlowa informacja o leku jest dostepna na stronie internetowej Europejskiej Agencii Lekéw (EMA): http:/www.ema.europa.eu.
Aktualizacja: 18 stycznia 2016 (ChPL wer.33).
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Odkryj, co mozna osi imbruvi
z lekiem Imbruvica®

(ibrutinib) capsules

o dorostych pacjentéw z nawracajacym lub opornym na leczenie chtoniakiem z komoérek ptaszcza,

» w monoterapii dorostych pacjentow z wczesniej nieleczonag przewlekta biataczka limfocytowa oraz dorostych
pacjentow z CLL, ktorzy otrzymali co najmniej jedna wczesniejsza terapie,

o dorostych pacjentow z makroglobulinemia Waldenstroma, ktérzy otrzymali co najmniej jedna
wczesniejsza terapie, lub pacjentéw leczonych po raz pierwszy, u ktérych nie jest odpowiednie
zastosowanie chemioimmunoterapii.

PHPL/IBR/0316/0005a

IMBRUVICA® (ibrutynib), 140 mg kapsulki twarde. Skiad i postaé farmacemyczn : Kazda kapsulka twarda zawiera 140 mg ibrutynibu. Kapsulka twarda (kapsulka). Biata nieprzezroczysta, kapsulka twarda, o diugosci 22 mm, z czarnym nadrukiem “ibr 140 mg” Wska-

zania: Produkt IMBRUVICA® jest wskazany do leczenia dorostych p: ym lub opornym na leczenie chioniakiem z komérek pfaszcza (ang. mantle cell lymphoma, MCL). Produkt IMBRUVICA® w monoterapii jest wskazany do leczenia doroslych pa-
cjentow z wezesniej nieleczong przewlekia biataczka limfocytowa (ang. uvrom(, \yvv\pho(,ym, leukaemia, CLL). Produkt IMBRUVICA® jest wskazany do leczenia dorostych pacjentéw z CLL, ktérzy otrzymali co najmniej \edna wczesniejsza terapie. Produ Ak! IMBRUVICA’
jest wskazany o leczenia dorostych pacjentow z makroglobulinemia Waldenstréma (WM), ktdrzy otrzymali co najmniej jedna wezesniejsza terapie, lub pacjentw leczonych po raz pierwszy, u kidrych nie jest odps Dawko-
wanie: Leczenie tym produktem powinno bwc rozpoczynane i kontrolowane przez lekarza 2 w stosowaniu produktéw leczniczych. Chloniak z kombrek plaszcza: Zalecana dawka wleczeniy MCL {0 560 mg (cz‘erv kapsulki) raz
na dobe. Przewlekla bialaczka kroglobul Waldenstroma (WM): Zalecana dawka w leczeniu CLL i WM to 420 mg (trzy kapsuw raz na dobe. Leczenie nalezy kontynuowac do czasu progresii chomby ub utraty tolerancii przez pacjenta. Dostoso-
wanie dawki: Umiarkowane i silne inhibitory CvPoA Mexsmm ekspozycie na ibrutynib. Nalezy zmniejszyé dawke produktu IMBRUVICA” do 140 mg raz na dobe (jedna kapsutka) w przypadku jedn CYP3A. Nalezy
zmniejszy¢ dawke produktu IMBRUVICA® do 140 mg raz na dobg (jedna kapsulka) lub wstrzymac podawanie na okres 7 dni w przypadku jednoczesnego stosowania z silnymi inhibitorami CYP3A4. Nalezy przer nmwame produktu IMBRUVICA® w razie wystapie-
nia jakichkolwiek nowych lub nasilenia do stopnia > 3 toksycznosci niehematologicznych, neutropenu stopnia 3. lub wigkszego z za em lub goraczka, lub stopnia 4. Gdy objawy toksycznosci zmniejsza sie do stopnia 1. lub ustapia,
mozna wznowié leczenie produktem IMBRUVICA® w dawce W razie | , nalezy zmniejszyé dawke raz na dobe o jedna kapsuike (140 mg). W razie potrzeby mozna rozwazyé koleine zmniejszenie dawki o 140 mg. Jesh
toksycznosci utrzymuia sie lub nawracaja po dwdch zmniejszeniach dawki, nalezy odstawic e produikt \eczmczy ominiscie dauki. W razie pominiecia prayjecia daviki w odpowiednim czasie, nmezy przyjac ja niezwiocznie tego samego dnia i kontynuowaé przyjmo-
wanie nastepnego dnia wedlug dotychczasowego schematu. Nie nalezy kapsulek w celu pominiete] dawki. Szczegolne arupy: Osoby w podeszlym wieku Nie jest konieczne specjalne dostosowanie dawki u pacjentow w podeszlym
wieku (= 65 lat). Zat czynnosci nerek: Nie no 6 badan klinicznych u pacj Jsmuwzz'murzsm'nm czynnosci nerek. W badaniach klinicznych produktu IMBRUVICA' \ermnu pacentow z tagodnymi lub umiarkowanymi zaburzeniami czyn-
nosci nerek. Nie ma koniecznosci dostosowania dawki u pacjentw z tagodnymi lub umiarkowanymi zaburzeniami czynnosci nerek (Klirens kreatyniny wigkszy niz 30 mi/min). Nalezy uf enie i okresowo stezenie kreatyniny w surowicy.
Produkt IMBRUVICA® mozna podawa pacjentom z ciezkimi zaburzeniami czynnosci nerek (Kirens kreatyniny < 30 mi/min) ty\ku qdy korzyéci przewazaja nad ryzykiem i nalezy dokiadnie obserwowac pacjentow w celu wykrycia objawow toksycznosci. Brak danych
u pacjentéw z ciezkimi zaburzeniami czynnosci nerek Iub pacjentow Zaburzenia czynnosci watroby: Ibrutynib jes 1y w watrobie. W badaniu u pacjentow z zaburzeniami czynnosci watroby, dane wykazaly zwigkszenie ekspozycji na ibrutynib.
U pacientow z tagodnymi zaburzeniami czynnosci watroby (klasa A wg Child-Pugh), zalecana dawka jest 280 mg na dobe (dw\c kapsulki). U pacjentow z umiarkowanymi zaburzeniami czynnosci watroby (klasa B wg Child-Pugh), zalecana dawka jest 140 mg na dobe
(jedna kapsutka). Nalezy obserwowac pacjentow w celu wykrycia objawéw toksycznosci produktu IMBRUVICA i w razie potrzeby zastosowac sie do wytycznych modyfikacii dawki. Nie zaleca sie podawania produktu IMBRUVICA® pacientom z cigzkimi zaburzeniami
czynnosci watroby (klasa G wg Child-Pugh). Ciezkie choroby serca: Do badari kiinicznych produktu IMBRUVICA* nie wiaczano pacjentow z ciezka choroba krazenia krwi. Dzieci i miodziez Nie ustalono bezpieczerstwa stosowania i skutecznosci produktu IMBRUVICA'
u dzieci i mlodziezy w wieku ponizej 18 lat. Brak dostepnych danych. Sposéb podawania Produkt IMBRUVICA' nd\eﬁy podawac doustnie raz na dobe popijajac szl ka wody o tej samej porze drH desmk\ nalezy poﬁ\'ka(, w cafosci popijajgc woda i nie na\ew ich
otwierac, fama ani zué. Nie wolno przyjmowa¢ produktu IMBRUVICA® razem z sokiem grejpfrutowym lub gorzkim fi $¢ na substancie czynna lub n: Iwiek substancie pomocnicza. Stosowani zawie-
rajacych ziele dziurawca zwyczajnego jest przec wsk’\zar\e u pacjentow leczonych produktem IMBRUVICA Spec]alne ia i srodki ci: Zdarzenia zwiazane z krwawieniem. Zg{aszano przypadki zdarzen kr\”otoczn/ch u pacjentow leczonych produk-
tem IMBRUVICA?, zar6 / one niewielkie zdarzenia takie jak uraz, krwawienie z nosa i wy i duze zdarzenia niektdre ze skutkiem Smiertelnym, obejmujace krwawienie z z0-
tadka lub jelit, krwotok wewnatrzczaszkowy, krwiomocz qusnm Wymagaiacy zastosowania warfaryny b Mych antagonistow witaminy K byl wykluzan 2 uczestnictwa w badaniach fazy 2 | 3 produkty IMBRUVICA". Nie nalezy stosowaé warfaryny ani mnych
antagonistéw witaminy K jednoczesnie z produktem IMBRUVICA®. Nalezy unikaé stosc suplementow takich jak olej rybi i witamina E. Stosowanie produktu IMBRUVICA® u pacjentow innych lekow p ch lub produktéw leczniczych
hamujacych Gzynnosé piytek krwi moze zwiekszaé ryzyko krwawienia | nalezy zachowac szczegéina ostroznoé w przypadku stosowania terapil przeciwzakrzepowe. Nie badano pacientow z wrodzona skaza krwotoczna. Nalezy wstrzymac stosowanie produktu -
BRUVICA® przez co najmniej 3 do 7 dni przed i po zabiegu chirurgicznym w zaleznosci od rodzaju zabiegu i ryzyka krwawienia. Leukostaza: Stwierdzono kilka przypadkow leukostazy u pacjentow \eczomch produk‘em IMBRU\/\C/\ Duza liczba krazacych limfocytow

(> 400 000/1) moze powodowad zwigkssons rysyko. Nalsty rozwazyC 6zasows watrzymanis podaania produktu IMBRUVIGA'. Nalesy dokladnia obserwowat pacjentow. W razie potrzeby leczenie uiace (lub) leczenie
eytoredukcyine. Zakazeniai U pacientow leczonych produidem IMBRUVICA" stwierdzano zakazenia (w tym posocznice, posocznice neuropeniczns, zekazenia bakleryine, wirusowe lub grzybicze). Niekiore 2 oh zakason Skutkowaly ho pu;mzaqg i smmmg U wigkszo
i pacjentéw z zak gonu stwierdzon Nalezy obserwowac pacjentow czy nie wystepuje goraczka, neutropenia i zakazenie i e potrzeby wdrozyé odpowiednie leczenie ntow leczonych
produktem \MF{F?U\/\(,A stwierdzano 7\wd7dne z leczeniem L:ympeme smpmd 3. lub 4. N Nalezy bada¢ morfologie krwi raz w miesigcu. Migotanie/trzepotanie przedsionkéw: U pacjentow \e(JurW(,h produkmm IMBRUVICA'’

i trzepotanie \ pacjentow 2 sercowymi caymnikaimi yzyka, ostrymi zakasenlar, | migotanlem przevislonkéw w wywiaczie. Nalezy okrosowo badaé wezystkich pacientéw w colu wykaycia migotania przed-
sionkow. r—wqemuw & Riarych wystapia objawy niemiarowosci lub dusznosé po raz pierwszy nalezy zdiagnozowat kliniczrie i w razie potrzeby wykonaé elekirokardiogram (EKG). U pacientow z wozesniej migotaniem przedsionkow

nia nalezy rozwazy¢ alterna leczenie do produktu IMBRUVICA". U pacjentow, u ktérych wystapi migotanie przedsionkow podczas terapii produktem IMBRUVICA® nalezy dokonaé szczegblowej oceny ryzyka choroby zakrzepowo-: za\orowm
U pacjentow z wysokim ryzykiem oraz gdy nie ma odpowiedniego alternatywnego leczenia do produktu IMBRUVICA®, nalezy rozwazyc dokladnie kontrolowane leczenie przeciwzakrzepowe. Zespot rozpadu quza: Podczas leczenia produktem IMBRUVICA” stwierdzano
wystepowanie zespofu rozpadu guza. Pacientom z duzym obciazeniem nowotworem przed leczeniem zagraza wystapienie /sxpmu rozpadu guza. Nalezy dokladnie obserwowac pacjentdw i stosowaé odpowiednie $rodki ostroznosci. Rak skéry niebedacy czerniakiem:
Raki skory mpk)edqce (,7Ermak\s‘m zgtaszano 57955\91 u pacjentow leczonych produktem IMBRUVICA® niz u pacjentow w zbiorczych badaniach fazy 3. Nalezy obserwowac pacjentow w celu wykrycia raka
skory Nplyw na odstep QT: W badaniu fazy 2, oceny EKG wykazaly, 7e produkt IMBRUVICA® wywolywal fagodne skrdcenie odstepu QTGF (Srednio 7,5 ms). Chociaz mechanizm tego odkrycia | wplyw na bezpieczeristwo nie sa znane, nalezy
dokonag oceny khr‘\cznej czy zalecat ibrutynib paqemcw zagrozonym dalszym skroceniem odstepu QTc (np. zespot wrodzonego krétkiego odstepu QT lub U pacjentow z tym zespolem w wywiadzie 'odz\r\nym\ Interakcie lekowe: Jednoczesne stosowanie silnych lub
umiarkowanych inhibitorw CYP3A4 z produktem IMBRUVICA” moze prowadzié do zwigkszonej ekspozycii na ibrutynib a tym samym zwiekszyc ryzyko wystapienia toksycznosci. Jednakze, a w CYP3Ad moze prowadzic do zmniejsze-
nia ekspozycji na produkt IMBRUVICA® a tym samym do braku skutecznosci \auevm Nalezy unikaé, jesli tylko to mozliwe jednoczesnego msomma produktu \MBHU\/\(‘A 2 silnymi lub lub silnymi CYP3A4
a jednoczesne stosowanie nalezy rozwazy¢ jedynie wtedy, gdy potencialne korz, rzewazaja znacznie nad ryzykiem. Nalezy uwaznie obserwowac pacjentéw w celu wykrycia objawow toksycznosci produktu IMBRUVICA®, jesli musi byé zastosowany inhibitor GYP3A4.
W przypadku koniecznosci stosowania induktora CYP3A4, nalezy uwaznie manitorowat pacjentw w celu wykrycia utraty skutecznosci produktu IMBRUVICA. Kobiety w wisk Kobiety w wieku musza stosowac wysoce skuteczna metode
antykoncepcji podczas stosowania produktu IMBRUVICA®. Dziatania profilu Profil okreslono na podstawie zbiorczych danych z udzialem 555 pacjentow przyjmuijacych produkt IMBRUVICA® w trzech
badaniach Kiinicznych 2 fazy i dwoch randomizowanych badaniach 3 fazy oraz raportow po wprowadzeniu produktu do obrotu. Pacjenci leczeni na MCL w badaniach klinicznych otrzymywali produkt IMBRUVICA™ w dawce 560 mg raz na dobe a pacjenci leczeni na CLL
1ub WM w badaniach Kinicznych otrzymywali produkt IMBRUVICA” w dawce 420 mg raz na dobe. Wszysoy pacienci w badaniach Kinicznych otrzymywali produkt IMBRUVICA® o czasu progresii choroby Iub utraty tolerancii przez pacienta. Najczescie] wystepujacymi
dziataniami niepozadanymi (= 20%) hyﬁ l)\squkn béle miesniowo-szkieletowe, zakazenie gérnych drog oddechowych, krwotok, siniaki, wys\pm i nudvm::m Najczestszymi dziataniami niepozadanymi stopnia 3./ 4. (= 5%) byly niedokrwisto$¢, neutropenia, zapalenie
mi

er ymi (= 20%) byly ¢, biegunka, bole nio\ ieletowe, zakazenie gérnych drog oddechowych, siniaki, wysypka, nudnosci i goraczka. Najczestszymi dziafaniami
nispozgdanym stopria 3./ & 5% b 8 zapalenie pluc i Zakatenia | zaratenia Bardzo czesto: Zapeiente phic, Zakabenle gérych trbg ofidechwych, Zakezenie ckbg moczuych, Zapalons ok, Zakazenis
skory. Gzesto: Posocznica. Nowotwor maod ne i ziosliwe (w tym torbiele | polipy} Gresto: Rak skéry nisbedicy czerniakiem, Pk Rak kolczy Zaburzenia krwi i ukladu chionnego: Bardzo czesto: Neutropenia, Mafoplytkowos, Niedokrwi-
stos¢. Czesto: Neutropenia z goraczka, Leukocytoza, Limfocytoza Niezbyt czesto: Leukostaza. Zaburzenia i iania: Czesto: Niezbyt czesto  Zespol ozped guzs, Zeburzania ukiad nerwowsgo, Barizn czgsia: Zawroly glowy,
Bl glowy, Zaburzenia oka, Czesto: Niewyrazne widzenie, Zaburzenia s ng%l Migotanie przedsionkow, Zaburzenia naczyniowe, Bardzo czesta: Kiwotok, Siiaczenie, Gzsto: Kwiak enie z nosa, ‘2Zaburzena 20l

ka i jelit, Bardzo czesto: Biegunka, Wymioty, Zapalenie jamy ustnej, Nudnosci, Zaparcia, Czesto: Sucl ustach, Zaburzenia skory i tkanki podskornej, Bardzo czesto: Wysypka, Czesto: Rumien, Niezbyt czesto )hr/ek naczyniowy, Pokv/ywkﬂ Czestos Rumien,
Zaburzania miekeiowo-szkeletows | kank foznel, Barizo czeater Bél stawbw, Bl migéniomo-szieletowy, Skurcze migéniows, Zapurzenia agéine | stzny w miejsca podania, Bartzo ezestor Goraczka, Obragk owoduwy. Prasnwan e leczenia | smriejszerie daviki 2 powoel
dziatan niepozadanych. Z 420 pacjentow leczonych na CLL, MCL lub WM produktem IMBRUVICA®, 4% pacientow przerwalo leczenie gléwnie z powodu dziatar niepozadanych. Obejmowaly one zakazenia i krwiak podtwardéwkowy. Dziatania niepozadane prowadzace do
zmniejszenia dawki wystapily u okolo 7% pacjentéw. Pagiendl w podeszym wigku Z 420 pacjentéw leczonych produktem IMBRUVICA”, 59% pacientéw bylo powyzej 65 roku zycia. Dziafania niepozadane stopnia 3. lub wyzszego wystepowaly czesciej u 0sob w podeszlym
wieku leczonych produktem IMBRUVICA® (53% pacjentow w wieku powyzej 65 lat vs. 42% u Dzlabznla i 3 stopnia 3. lub wyzszego, ktére wystepowaly czesciej u 0séb w podeszlym wieku to zapalenie piuc, migotanie przedsionkéw
i zakazenie drég Podmiot Janssen-Cilag NV, Turnhoutse 30, B-2340 Beer podmiotu Janssen-Cilag Polska Sp. z 0.0., ul. izecka 24, 02-135 Warszawa tel: (022) 2376000, fax:
(022) 2376031 PDZWOlEhIe na dopuszczenie do obrotu: \.‘Iydarvs przez FMA FU 1 /14/945/001 (90 kdp utek twardych); FU 1 14, 9411/007 (120 kapsutek twardych). Przed podaniem nalezy zapoznac sie z Cl ! Produktu L
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PRZEKAZ 19 PORATKU)
FUNDACJI CENTRUM LECZENIA SZPICZAKA

FUNDAC.!A MA STATUS
ORGANIZACJI POZYTKU PUBLICZNEGO

KRS: 0000317005

Fundacja Centrum Leczenia Szpiczaka zostata zatozona w 2008 roku w Krakowie i od poczatku istnienia posiada status organizadji
pozytku publicznego. Fundacja bardzo $cisle wspdtpracuje z Katedra Hematologii Uniwersytetu Jagielloriskiego Collegium Medicum
oraz Polska Grupa Szpiczakowa PTHIT.

W ciagu ostatnich kilkunastu lat zarejestrowano w szpiczaku plazmocytowym jedenascie nowych lekow na swiecie. Dzigki dzia-
taniom Fundagji wiele z nich jest aktualnie dostepnych w Polsce. Pomystodawca stworzenia Centrum Leczenia Szpiczaka jest dr med.
Artur Jurczyszyn, prezes Zarzadu Fundadji i adiunkt w Katedrze Hematologii UJ CM. Fundacja Centrum Leczenia Szpiczaka aktyw-
nie wspiera chorych, pomaga w zdobyciu nowoczesnych lekéw, wspomaga w zakupie sprzetu medycznego Szpital Uniwersytecki
w Krakowie. Fundacja organizuje cyklicznie spotkania naukowe oraz konferencje miedzynarodowe dla lekarzy i pacjentow oraz dziata
w sferze promogji i ochrony zdrowia. Fundacja od 8 lat prowadzi strone internetowa www.szpiczak.org, gdzie s3 zawarte aktualne
dane na temat diagnostyki i terapii szpiczaka. Fundacja wydata pie¢ toméw monografii: Szpiczak mnogi — kompleksowa diagnostyka
i terapia, Szpiczak mnogi — wybrane zagadnienia, Szpiczak mnogi — przypadki kliniczne, Szpiczak mnogi — poradnik dla pacjentow,
Kuchnia i medycyna XXI wieku — Zywienie w przebiegu nowotwordw pod redakcja A. Jurczyszyna i A.B. Skotnickiego. Wspétautorami s
wybitni specjalisci z réznych osrodkéw klinicznych z kraju i zagranicy.

Na zaproszenie Fundacji z wyktadami przybyli do Krakowa m. in.: prof. Robert Kyle, prof. Pieter Sonneveld, prof. Paul Richardson,
prof. David H. Vesole, prof. Ruben Niesvizky, prof. Giampaolo Merlini, prof. Enrique Ocio, prof. Evangelos Terpos, prof. Xavier Leleu, prof. Shaji
Kumar, prof. Jerzy Hotowiecki, prof. Roman Hajek, prof. Zbigniew Janeczko, prof. Krzysztof J. Filipiak, prof. Jan Maciej Zaucha, ks. dr Jacek
Prusak, dr Jacek Czepiel, prof. Barbara Pierikowska-Grela, prof. Marcin Majka, prof. Krzysztof Krzemieniecki, dr Alex Legg, dr Bogdan Matkowski,
doc. Robert Chrzan, dr Grzegorz Rymkiewicz, dr Grzegorz Charliriski, dr Pawet Grzesiowski, prof. Morie A. Gertz, prof. Ashraf Badros, prof. Tomasz
Klupa, doc. Ryszard Czepko, prof. Anetta Undas, dr Krystyna Gatazka, dr Krzysztof Matecki, prof. Steven Treon, prof. Jens Hillengass, prof. Irene
Ghobrial, prof. Ashutosh Wechalekar, prof. Robert Orlowski, prof. Heinz Ludwig, prof. Jo Caers oraz inni.

Stworzenie interdyscyplinarnego Centrum Leczenia Szpiczaka, Amyloidozy i innych Dyskrazji Plazmocytowych juz niedfugo moze
by¢ faktem, a jest uzaleznione od wsparcia ludzi dobrej woli i wielkiego serca. Fundacja wspiera kazde dziatania prowadzace do opty-
malizacji terapii chorych na szpiczaka oraz dazy do osiagniecia jak najlepszych wynikéw leczenia w Polsce.

Zarzad Fundacji Centrum Leczenia Szpiczaka

WWW.SZPICZAK.ORG



DONATE 196 OF YOUIR [NCOWME /v
TO THE MYELOMA TREATMENT FOUNDATION

THE FOUNDATION
IS A REGISTERED CHARITY

KRS: 0000317005

Myeloma Treatment Foundation was established in Cracow in 2008. Its activity is focused on helping individuals in need and organizing
training meetings for clinicians, patients and people interested in modern diagnosis and treatment of multiplemyeloma. In 2009,
the Foundation was granted the status of a public benefit organization. It funds medical equipment, laboratory reagents, supports
patients, helps in the acquisition of state-of-the-art medications, awards scholarships for youthand students. The Foundation also
works in the field of health promotion and protection.

In the last five years, the Foundation published four-volume monograph: Multiple myeloma — a comprehensive diagnosisand
therapy, Multiple myeloma — selected issues, Multiple myeloma — case examples and Multiple myeloma — a guide for patients, edited
by A. Jurczyszyn and A.B. Skotnicki. The co-authors of these publications are outstanding specialists from various clinicalcenters in
Poland and abroad. In 2015, the Foundation published Cooking and Medicine in 21st Century — a guide to nutrition in the cancer.

The establishment of Center for Myeloma, Amyloidosis, and other Plasma Cell Dyscrasias Treatment may soon became a reality,
but it depends on further help and support from people of good will and with big hearts. Goals and plans of the Foundation has
been supported by: prof. Robert Kyle, prof. Pieter Sonneveld, prof. Paul Richardson, prof. David H. Vesole, prof. Ruben Niesvizky,
prof. Giampaolo Merlini, prof. Enrique Ocio, prof. Evangelos Terpos, prof. Xavier Leleu, prof. Shaji Kumar, prof. Jerzy Hotowiecki,
prof. Roman Hajek, prof. Zbigniew Janeczko, prof. Krzysztof J. Filipiak, prof. Jan Maciej Zaucha, ks. Dr. Jacek Prusak, dr. Jacek Czepiel,
prof. Barbara Pierlkowska-Grela, prof. Marcin Majka, prof. Krzysztof Krzemieniecki, dr. Alex Legg, dr. Bogdan Matkowski, doc. Robert
Chrzan, dr. Grzegorz Rymkiewicz, dr. Grzegorz Charliriski, dr. Pawet Grzesiowski, prof. Morie A. Gertz, prof. Ashraf Badros, prof. Tomasz
Klupa, doc. Ryszard Czepko, prof. Anetta Undas, dr. Krystyna Gatazka, dr. Krzysztof Matecki, prof. Steven Treon, prof. Jens Hillengass,
prof. Irene Ghobrial, prof. Ashutosh Wechalekar, prof. Robert Orlowski, prof. Heinz Ludwig, prof. Jo Caers and others. You are welcome
to actively participate in future initiatives of the Foundation. Any help will be greatly appreciated and will takeus closer to the most
important goal of conducting optimal therapy and achieving excellent therapeutic outcomes in Poland.

Board of The Myeloma Treatment Center in Cracow

WWW.SZPICZAK.ORG






